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1 PANEL PROCEEDI NGS
2 (The neeting was called to order at 8:33
3 a.m, Thursday, June 14, 2001.)
4 M5. CONRAD: Good norning. Wl cone,
5 commttee chairperson, nenbers and guests. | am
6 Constance Conrad, the executive secretary of the
7 Executive Commttee of the Medi care Coverage Advi sory
8 Conmmttee, MCAC
9 The committee is here today to act on the
10 recommendations of the Medical Devices and
11 Prosthetics Panel of February 21st regarding
12 anbul atory bl ood pressure nonitoring, to discuss the
13 recommendations for evaluating effectiveness, to
14 discuss the future role of the commttee in |ight of
15 the provisions of the Benefits I nprovenent and

16 Protection Act that renpoves the requirenent that the
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Executive Conmttee ratify all nedical specialty
panel recomendation, and to discuss the contents of
and fram ng the questions for a future presentation
of neuroimaging for denentia, to be presented to the
Di agnostic I nagi ng panel later this year.

The foll ow ng announcenent addresses
conflict of interest issues associated with this
neeting and is nade part of the record to preclude

even the appearance of inproprieties. The conflict

of interest statutes prohibit special governnment
enpl oyees fromparticipating in matters that could
affect their or their enployers' financial interests.
To determine if any conflict existed, the Agency
reviewed all financial interests reported by
commttee partici pants. The Agency has determ ned
that all nmenbers may participate in the natters
before the commttee here today.

Wth respect to all other participants, we
ask in the interest of fairness that all persons

maki ng statenent or presentations disclose any
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current or previous financial involvenent with any
firmwhose products or services they may wish to
comment on. This includes direct financial
i nvest nents, consulting fees and significant
i nstitutional support.

At this time | will turn the neeting over
to Dr. Harold Sox.

DR. SOX: Thank you. Sean, do you want to
make a few remarks before we begi n?

DR TUNIS: Only one brief remark, which
i's, the scheduling of the section on neuroi maging for
Al zheinmer's was put in the norning session to
accomodat e the schedule of Dr. Zarin, from AHRQ

She is going to have to leave us at 11:00 this

norning, so we nay have to fiddle with the agenda a
little bit and possible nove the break a little bit
| ater in order to have the maxi num anount of tine
with Dr. Zarin. So with folks' indul gence, we nay
nodi fy the norning schedule just a little bit.

QG her than that, | think we're ready to

go.
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DR. SOX: Before we get into the substance
of the neeting I would |ike each nenber of the
Executive Conmttee to introduce thenselves, starting
with you Barbara. Could you say where you' re from
and the |ike?

DR. MCNEI L: Barbara McNeil, I'm chairman
of the Departnent of Healthcare Policy at Harvard
Medi cal School, and a radiol ogi st at the Bri gham and
Wnen's Hospital in Boston.

DR. MJURRAY: Robert Murray. | amthe
technical director for Laboratory Services Forensic
Heal t h Associ at es.

DR. JOHNSON. Joe Johnson, chiropractor,
private practice in Florida.

DR. GARBER Alan Garber. | ama staff
physician at the VA Palo Alto Healthcare System and
prof essor and director of the Center for Health

Policy at Stanford.

DR. HOLOHAN: Tom Hol ohan. | am chi ef of

patient care services for the Veterans Health



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

Adm ni stration.

DR. PAPATHECFANI S: Frank Papat heof ani s.
| amin the departnent of radiology at the University
of California, San D ego.

M5. RICHNER: Randel Richner, vice
presi dent, reinbursenent, Boston Scientific
Cor por ati on.

DR. DAVIS: Ron Davis. | work at the
Henry Ford Health Systemin Detroit, where | am
director of the Center for Health Pronotion and
D sease Preventi on.

DR FRANCIS: [|I'mLeslie Francis. | am
prof essor of |aw and phil osophy at the University of
Ut ah.

DR. SOX: | amHal Sox. | amcurrently
unenpl oyed, but | wll be starting as the editor of
the Annals of Internal Medicine in July.

Well, this is going to be, | think, a
really nice neeting. W have a configuration that
brings us all closer together physically, and I
t hi nk, and we have a nunber of topics that are going

to have sone real neat to them
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Briefly, we are going to start by carrying

out one of the what | think is a very inportant, |
guess really statutory function, which is to give
advice up front to HCFA and to the evi dence based
practice center that does the evidence report for a
future topic for us. And it's an exanple, | hope, of
t he Executive Commttee being able to get the process
of evaluation off on the right track by providing
advi ce at the beginning rather than trying to nake do
with the situation that m ght have been better if we
had a chance to talk about it up front. W wl|
spend the norning doing that.

After the lunch break, we are going to hear a
report fromthe Medical Devices and Prosthetics panel
about anbul atory bl ood pressure nonitoring. It wll
be an opportunity to hear that panel's analysis of
the problem to discuss the process, and then it's
one of our last acts in terns of voting approval to
do so.

Finally, after the afternoon break, we
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will briefly go over the major changes in the interim
guidelines for evaluating effectiveness. This is a
topic that we discussed at, in sone |length at our

| ast neeting, and actually approved, but this is an
opportunity to revisit that and in particular to give

an opportunity for nenbers of the public to comment,

and for us to react to those coments. And then we
wi | | adj ourn.

So, we start with a presentation from HCFA
on PET scanning and Al zheiner's di sease. And, could
you i ntroduce yourself, and go ahead.

DR. CANO. Good norning. M nane is
Carlos Cano. | ama nedical officer with the
Coverage and Analysis Goup in HCFA. | am a nenber
of the team working on the issue of PET for diagnosis
and nmanagenent of denentia. The purpose of ny brief
i ntroduction is threefold.

First, to provide sone context, to situate
t he request HCFA is making today to the Executive
Committee to provide commentary and suggestions as to

what the analytic framework, and questions that wll
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be pertinent for the technol ogy assessnent.
Secondly, | would briefly informthe
audi ence and the public about the nmaterial that was
submtted to the Executive Commttee prior to this
neeting to get the conversation started, so to speak.
And finally, I would like to preface the
presentation of our next speaker, Dr. Zarin.
Dr. Deborah Zarin, as many of you know, is director
of the Technol ogy Assessnent G oup at AHRQ the

Agency for Healthcare Research and Quality, and HCFA

and AHRQ have been having col | aborating closely in
preparation for the technol ogy assessnent.

So, first, a bit of recent historic
context for the request. In July of |ast year, a
nunber of sponsors, primarily associated with the
University of California in LA submtted a report in
support of a broad request for a nunber of
i ndi cations for PET. Anong themwas the use of PET
in the work-up for denentia.

I n Novenber of |ast year, the EC after
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sonme del i beration reconmended that HCFA proceed with
additional analysis on this issue before a
reconmendati on could be nmade. I n Decenber of |ast
year, we at HCFA issued a deci sion nenorandum citing
t he EC recommendati on, and deciding that a referral

of this issue would be made to MCAC, and that was the
same position nmenorandum when sone indications for
PET were covered and others that were requested were
not covered.

Last nonth, we submitted a fornal request
to AHRQ for a technol ogy assessnent. Today we are
consulting with you and we expect to have a
systematic review prepared, including the technol ogy
assessnent, for review of the D agnostic | nmaging

panel in the fall.

Just briefly to nention what material was
submtted to the Executive Commttee, there was the
agenda for today; the HCFA tracking sheet, which as
many of you know, is the docunent that we post on the
web site and regularly update to keep the public

I nformed of the progress of individual coverage
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requests. W extracted fromthe reports submtted by
UCLA the portion that was pertinent to the work-up of
denentia and included that in the package. W
provi ded a copy of the formal request we submtted to
AHRQ, including sone very prelimnary questions that
| will also nmention in a few nonents.

And finally, we added a few articles,
abstracts and reviews as background on the issue.
| ncl uded anong them were three systematic revi ews
that the American Acadeny of Neurol ogy recently
publ i shed on the early detection, diagnosis and
managenent of denentia. A chapter froma vol une of
Neur ol ogy dinics on neuroimging and denentia; the
vol ume was published in Novenber of |ast year. A few
abstracts of ongoing clinical trials of various
t herapeutic agents applied to patient popul ations
that are either at high risk of denentia, or already
have mld to noderate denentia. And finally, we

t hought it proper to include an article cited by the

requestor on FDG PET in denentia that shows the
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conpared to conventional diagnostic and ot her
neur oi magi ng techni ques.

When we were trying to put together a
formal request to AHRQ we thought about sone
guestions that an infornmed | ayperson or a concerned
clinician mght initially pose. |Is PET better as a
di agnostic tool than the currently utilized clinical
and neuroi nagi ng techniques? If so, if PET is able
to detect Al zheinmer's di sease earlier, what inpact
woul d that have on clinical managenent? And we
i ncl uded in those considerations the possibility that
early false positive mght create a potential harm
and we would like to look into that. And finally, is
there any direct evidence or indirect evidence
t hrough these various |inkages that use of PET in
fact results in lesser norbidity or nortality, or
af fects other appropriate outcone neasures.

So, based on these very prelimnary
guestions, we passed the ball to AHRQ so to speak,
and Dr. Zarin devel oped and will be presenting an

anal ytic framework that al so includes the guidelines
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been worki ng on, and because there are a nunber of

gaps in the data on this nmatter, she will also be
i ncl udi ng sone concepts regardi ng deci sion nodeling.

So, I amlooking forward to Dr. Zarin's
presentation, and this conpletes ny brief
i ntroduction, and I will be glad to answer questi ons,
I f there are any.

DR. SOX: Any questions for Dr. Cano?

DR TUNIS: | just wanted to sort of
hi ghlight for the Executive Conmttee that what we're
really interested here inis, we're sort of proposing
al nost as a strawman, if you will, set of questions
and franmework and an approach for dealing with this
guestion of PET for Al zheiner's disease, and what
we're really looking for is direction fromyou not
just on the sort of content of the anal ytical
framewor k that Deborah is going to present, but
really nore strategically in your role as giving HCFA

advi ce on coverage, that this, there's sone sort of



19

20

21

22

23

24

25

00016

10

11

12

13

14

new avenues that are being explored here and haven't
really been done to a great degree before.

One is, one key question is to what extent
you woul d be advising us to focus nore on the
techni cal performance characteristics in relation to
the potentially early diagnosis of Alzheiner's, but

how nmuch enphasis in addition to that, obviously, to

give to the issues of effectiveness of therapy and
| npact on outcones, and how strong the evi dence needs
to be in those areas. So that's, you know, one
guestion that we will need to spend sone tine talking
about, and obviously you have addressed it to sone
extent in your framework, but | think in the area of
Al zheinmer's it kind of raises to an extrenely
i nportant level in ternms of ultimately a coverage
policy related to this, and | will cone right back to
you.

And then the second thing is, we have
deci ded here to propose not just |ooking at the
guestion, the narrow question of the use of PET for

Al zhei ner' s di sease, but potentially broadening the
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guestion to neuroimagi ng for denentia, and | ooking at
t he conpeting technol ogies as well as PET, and that
will be functional MR, potentially CT, and w ||
probably, and Deborah will get into this in detail,
be including in the systematic reviews a formal | ook
at the technical performance and clinical utility of
t hose conpeting technol ogies in the context of PET.

And | really just needed to highlight that
nei ther of those decisions has been -- we are sort of
| ooking for direction fromyou all on both of these

key issues, if not others that you identify. [|'m

sorry, Randel, go ahead.

M5. RRCHNER: | know that this is all a
new process and we are all |earning along the way,
but I'mvery curious as to why you sent this to the
Executive Conmttee and not to the Diagnostics, or
that panel. If we're going to follow our operations
guidelines, this doesn't flow with what we've witten
here, so I want to know why this was done this way.

And what, why did you choose AHRQ for the technol ogy
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assessnment, versus other assessnment groups, that's
anot her questi on.

Anot her question is why, | nean, one of
the things that we have witten in that operations,
was that questions would be formed, which is what
we' re doing here, but | thought that the D agnostics
panel was supposed to do that, nunber one. And
nunber two, those questions then would be posted on
t he web for input.

| nmean, there is a lot of things we have

witten in here that don't flow with what we're doing

here, so I just want to know why we're doing it
differently.

DR TUNIS: Well, | can nake some comments
and naybe Hal would as well, but a couple things.

One is, we're in this kind of post-BIPA but

prei npl ementati on of BIPA transitional phase, where
the role of the Executive Committee is actually
evolving fromits ratification function to a broader
function of giving nore general policy direction

around coverage to HCFA
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And renenber, if you were at our blizzard
shortened neeting where we talked a little bit about
sonme of the potential future roles of the Executive
Commttee, but actually this topic specifically of
neur oi magi ng and denentia canme up there, and |
t hought we had, ny recollection is that we had asked
t he question of whether the Executive Commttee would
feel it to be an appropriate role to give sone
general direction on how to approach this.

| think that there is, in ny view, there
Is sort of a division between the general |evel
conversation about what we will have as the strategy
for approaching this issue at the Executive Committee
| evel than will happen at the | evel of the Diagnostic
| magi ng panel, which will ultimtely have to focus
down on the specific questions to be asked and take
the i nput of the Executive Conmttee into account
when t hey deci de exactly how they want to franme this
i ssue to discuss it as a panel.

M5. RCHNER. So this is sort of a -- this
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will be different than what we're normally going to
be doing then is what you' re saying, that this neuro
process that we're going through here is maybe
different than what you're going to ask nornmally for
t he Executive Commttee to do?

|"mjust trying to figure out -- | nean,
if this is a better process, then maybe we shoul d
revise our operations. That's all |I'msaying. |
mean, this may be what we want to do, in which case
we need to | ook again at what we've witten. So -- |
mean, | know that these weren't ratified and that
they are draft and that we're all working on these
and thinking about what's the best way, so |I'mjust
suggesting that we need to think about if --

You know, | was surprised that we were
going to be doing this today, and so | inforned the
PET people that we're going to have this discussion
about form ng the questions today, and so | had a
di scussion with them yesterday about this, | nmean, so
how are we going to nmake this work?

DR. TUNIS: Actually, this was on the

agenda. They had been alerted, and we had actually
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call ed them several weeks ago, so they knew about
this. D d you want to say sonething Al an?

DR GARBER: Well, whether or not HCFA

intends it to be the routine way of operations, |
just want to address one of your questions, Randel,
about consistency with the interimguidelines, which
actually this group has already ratified. It was
only a redrafting that's being presented today.

It's ny view, and | have | ooked at these
fairly recently, there's no contradiction between the
procedure that HCFA is followi ng today and what's in
t hose interimaguidelines, and | think Sean was
getting at this. Certainly the panel chair and
menbers of the panels need to refine the question
that's posed to them and provide i nput before the
panel neeting. But there is nothing inconsistent
Wi th using the Executive Commttee to help frane
broad questi ons.

And in this particular instance, the

| ssues are not just about PET, they are refining our
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t hi nki ng about how to eval uate di agnostic tests, and

some of these issues | think will come up on ot her
panel s beside the D agnostic Inaging panel. So | at
| east personally feel that not only is this
consistent with what's in the interimguidelines

docunent, but this is one of the nost useful
activities of the Executive Commttee, because this

Is a set of nethodol ogical issues that spans nultiple

panel s.

M5. RICHNER: That's fine, but | don't see
it being totally consistent, but that's okay. |
nean, there is still a -- you know, I'ma very
process oriented person, | work in business, and I
| ook at how things are done in a tinely fashion and
that kind of thing, and if | |ooked at how we did
this, and | ooked at how we wote this, they don't
mat ch, but that's okay. So we just need to neke sure
t hat you know, we want to do, we're doing the right
t hing, and that we agree with what the process is,
and | think this is fine.

We're, you know, posing these questions to
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t he Executive Conmttee, it's a good idea, but there
needs to be a process so that the public has a chance
to input along the way. And | also don't know how
you chose AHRQ as the TEC assessnent group.

DR. TUNIS: Actually, we are virtually a
hundred percent of the time working with AHRQ as our
sort of source of analytical expertise to identify a
center to do the technology center. AHRQ w ||l not be
doi ng the technol ogy assessnent, they are going to be
| dentifying one or nore EPCs to work on the
t echnol ogy assessnent. \What we've asked AHRQ to do

is to try to present a kind of a dummy, no offense to

Deborah, | nean one version of an anal ytic framework
t hat m ght be used for purposes of discussion and
not hi ng el se.

DR. SOX: | have a couple coments in
response to your point, Randel. The first is that |
bel i eve we ought to change our interimguidelines so
that we explicitly wite the role of the ECinto it,

and possibly we could do that this afternoon, since
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it'"s really a pretty m nor procedural change.

The ot her point which we nay want to argue
if we get around to discussing the role of the EC
this afternoon, our |ast agenda item is the role of
t he Executive Commttee in trying to keep this whole
process at the sanme standard of rigor and depth
across different panels. | think that one of the
i nportant functions of the ECis to set standards for
t he performance of the panels, to discuss how the
panel s performas a way of |earning fromthat
experience in building a body of case |law, and for us
to have input at the beginning. The panels ought to
take our input seriously and if they think we're off,
t hey ought to be able to explain pretty clearly why
they went in a different direction.

So | think it's part of, if you like, sort

of the quality control function of the Executive

Comm ttee.
Any ot her comrents before we nove on? In
t hat case, Deb.

DR. ZARIN. Thanks. Let nme just start
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here and clarify that AHRQ will be working with one
of our EPCs on this topic, and our role essentially
is to nake sure that the EPC, that the report that

you get at the end is the report that you wll find
useful in helping you to nake your assessnents, so

that we essentially at AHRQ wi Il function as the

| iai son to make sure that the EPC report neets your
needs. And that's why we're eager to be here today
to lay out and sort of use you as a soundi ng board.
A dummy proposal isn't a bad way of saying it.

Let nme just go over, and Sean alluded to
this, that we were asked to provide an assessnent of
t he use of PET and/or other neuroi magi ng tests, and
that is one of the questions to ask today, in the
managenent of patients with suspected AD, and |'|
use that termfor Al zheiner's disease, or other
denmentias of old age.

The tinme line is that it's supposed to be
consi dered by the MCAC panel in Novenber of 2001,
whi ch really gives us four nonths, and given that

time line, I will ask you all to consider carefully
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the sort of scope of the problem because four nonths
isn't that long. Ckay.

|"'mgoing to go over briefly sone
background on the diagnosis and treatnent of denentia
to make sure that we are all on roughly the sane page
there, the potential uses of PET, the MCAC criteria
for evaluating diagnostic tests, a proposed nodel,
and sone issues for the MCAC to consi der.

Again, let ne just lay out sone caveats
that what 1'mgoing to present in terns of background
I s not based on systematic review, it's based on the
Acadeny of Neurol ogy docunents, and it's neant to
just provide you with background so that you can
|isten to the proposed nodel. And all of this is in
the sort of order of very broad stroke kind of
proposal, because | would |like to get your reaction
to sort of a broad concept of the nodel as opposed to
any details. Ckay.

The Di agnostic and Statistical Manual
definition of denentia is inpairnent in short and

| ong-term nmenory, inpairnent in abstract thinking and



22 judgnent, frequently other disturbances of higher

23 cortical functioning and sonetines personality

24 change. For differential diagnosis, and this is

25 where it imedi ately gets conplicated, because the
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1 proposed uses of PET cover nmany different patient

2 popul ations.

3 One of the populations is what | call

4 subsyndromal synptons, or mild cognitive inpairnent

5 which is abbreviated MCl frequently, and the

6 differential for those people, people really with

7 conplaint of nenory |oss, nost of their cognitive

8 functions are intact, and the question is whether

9 this is sort of nenory |oss associated with nornal

10 aging that is |likely to have a benign course, versus
11 a very early manifestation of a denentia. And so,
12 the differential for those populations is really sort
13 of normal versus denenti a.
14 Wher eas, anot her proposed use of PET is in
15 people who obviously have denentia based on clinical

16 diagnosis, and then there's a differential that has



17

18

19

20

21

22

23

24

25

00026

1

2

10

11

12

to do with the cause of denentia. There's
Al zhei mer' s di sease, which especially in the ol der
popul ation, 65, 70, over 65, 75, et cetera, is the
nost comon, vascular or multi-infarct denentia, Lewy
body denentia, frontal denentia, and chiron di sease
| i ke Creutzfeldt-Jakob di sease, or sone ot her nuch
nore rare causes of denenti a.

So the diagnosis currently of specific

causes of denentia, if you have an elderly person

with clinically diagnosed denentia, the differenti al
di agnosi s is based on clinical presentation,

I ncl udi ng neurol ogi c exam neuropsych testing.
Laboratory tests are generally used to rule out other
treatable conditions, for exanple a thyroid
condition, as opposed to ruling in one of those
causes.

And simlarly, structural neuroinaging is
generally used to rule out sonething |ike a cerebral
neoplasm That's sonething el se that m ght be
causing it, as opposed to ruling in one of the

di sorders that we just listed, with the exception of
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mul ti-infarct denentia where there are indices based
on structural neuroi magi ng.

So the diagnosis of Al zheiner's disease
again, during life, is based on characteristic
synpt ons and excl usi on of other causes of denenti a,
early and prom nent short-term nenory |oss, early
deficits in executive function, personality and
| anguage is relatively preserved. Definitive
di agnosi s i s based on autopsy, based on pat hol ogi cal
findi ngs at autopsy.

However, there are a variety of criteria
of reliable and valid criteria that when used

clinically have a reasonable sensitivity and

specificity. Those are actually, studies are a
little bit conplicated, but the Acadeny of Neurol ogy
docunent has sone of the data in there. The

predi ctive value positive is about 80 to 90 percent
for clinical diagnosis in a academc center at this
poi nt .

This is, you can't read it (indicating
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chart), but you can see the general shape, which is
to show you the rise in incidents of Al zheiner's

di sease by age, and it starts on the |eft at age 65
and ends at, the last nunber on the right if you
can't see it, is 90, and you can see that the

i ncidents go sharply up. It may or nmay not plateau
but if it does, it doesn't plateau until sonewhere in
the 90s, so that both the differential diagnosis and
the prior probability for anyone is very different

wi th age.

Course of ADis, death generally occurs
bet ween 10 and 15 years after diagnosis, but
especially given the age ranges we're tal ki ng about,
it depends heavily on the age at onset and conpeting
ri sks.

The reference standards, as | nentioned,
when the differential diagnosis is whether you're

normal versus very early denentia, the reference

standard woul d generally woul d be course; in other
words, follow the person for five years or so and see

what the course is. For nulti-infarct denentia there
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s, as | nentioned, sone indices based on structural
neur oi magi ng. And for the other cause of denentia,
the reference standard is generally based at autopsy
on pat hol ogi cal findings.

Just a very broad overview of treatnent
| ssues. You can divide the world into cognitive
synpt ons and noncognitive synptons for patients with
denmentia. For cognitive synptons, the pharnacol ogic
treatnents in general have been shown, the ones that
have generally been shown to be effective are
generally tested in people with Al zheiner's di sease.
They are cholinesterase inhibitors, perhaps
Selegiline, Vitamn E, and the effect size is
summari zed by saying it's about six nonths, so that
there is sone studies that seemto show an
| nprovenent that seens to be equival ent of about six
nont hs worth of sort of putting you back in the
course about six nonths, and other studies that show
a slowi ng of progression. The sense is about six
nont hs, sonme people say 12 or nore nonths.

Again, the caveat is that this slide, none
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of these slides are based on a review of the data.

I"'mtrying to give you an overvi ew so you under st and
the issues. Qoviously for the assessnent, this would
be heavily data driven.

For noncognitive synptons, the treatnents
tend noto to be diagnosis specific. Besides
behavi oral treatnents, there are pharmacol ogic
treatnents, generally antipsychotic drugs and agai n,
not di agnosi s specific.

There are sone studies going on on the
prevention of AD. Just |ooking at the National
Li brary of Medicine database at clinicaltrials.gov, I
found several studies that were | ooking at people who
were either asynptomatic individuals, asynptomatic
el derly individuals generally. Sone of the studies
had people with a famly history of AD, sone had a
famly history of other denentia, and sonme had just a
famly history of nenory problens. So you are
t al ki ng about nornmal elderly people who are
considered at risk based on famly history.

The agents being evaluated are
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nonsteroidal anti-inflamuatory drugs, estrogen, and
G ngko Ballivo. | presune there's other studies that
are not in that database, but this is just to give
you an overview that people are studying these sorts

of agents in the prevention of AD for people at high

risk.

The ki nds of outcone neasures that woul d
generally be used cone in three categories, cognitive
tests, functional neasures and tine to specific
concrete events. For cognitive tests, there are
brief nmeasures like the mdi nental state exam and
they are nore el aborate, basically neuropsych
testing. Functional neasures are things |ike, can
you performyour activities of daily living or
i nstrunental activities of daily living. Tine to
specific concrete events are things like tine to
institutionalization, tine to death. You can inagi ne
that certainly sone of these neasures woul d be very
dependent on the tine of the diagnosis.

Popul ati ons of potential interest. There



16

17

18

19

20

21

22

23

24

25

00031

10

11

has been nention of using PET to diagnosis AD in
peopl e who are considered at high risk but currently
have no synptons, in other words, the types of

I ndi di vudal s who are in those prevention studies. It
has al so been nenti oned bei ng used in people who you
can consider to have mld cognitive inpairnment or
sonme ot her subclinical denentia synptons. |It's also
been nmentioned as using to help in the differential
di agnosi s of people with denenti a.

It's inportant to nention that those three

popul ations pos different issues in terns of the
sensitivity and specificity of the test or the kind
of data you would | ook for, the clinical managenent

| ssues and the treatnent issues. One way of show ng
this is, the biggest box is the universe of patients
over 65. Sone proportion of those patients are going
to be concerned about the possibility of denentia due
to a decrease in nenory or for sonme other reason, say
a famly history. A proportion of those will nention
a concern to their physician or another caregiver. A

proportion of those will be referred for work-up



12 because of signs or synptons or famly history. A

13 proportion of those will get the clinical diagnosis
14 of denentia. A proportion of those will be thought
15 to have AD and a proportion of those will actually
16 have AD.

17 The arrows don't show up, but you can see

18 that PET has been nentioned in many of those boxes

19 and again, | need to enphasize since this is an

20 inportant point, that the issues in using PET at

21 those different stages can vary quite w dely.

22 So how woul d you evaluate PET? Well, the

23 basic point, the argunent is that earlier diagnosis

24 of AD or another specific cause of denentia could

25 lead to earlier treatnent of denentia, which can | ead
00032

1 to better health outcones.

2 The arrow A woul d correspond to what this

3 panel has called direct effects, so if there were

4 studies that showed that the earlier diagnosis

5 directly led to health outcones. The arrows B and C

6 would be equivalent to indirect effects.
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So here's the MCAC criteria, the first
criteria as applied to this. Are there high quality
studi es that provide direct evidence that use of PET
| nproves heal th outcones? That woul d have been arrow
A on the previous slide. |If not, are there studies
that would allow us to determ ne the test accuracy,
especially in conparison for alternatives, determ ne
t he i npact of inproved accuracy on patient nmanagenent
and determ ne the inpact of change in patient
managenent on health outconmes. So those are probably
where we are heading in terns of |ooking at these
t hree questi ons.

So here is, and I'msorry it's not quite
bol d enough, but here's the beginning of a decision
tree which |'m presenting, again, it's very broad
strokes, it would be a lot nore detailed if we were
actually going to go down this path, but to show how
you can think about this. So at the beginning on the

| eft you have patients, and | left it very generic

because again, it will be inportant to specify which

patient group we're tal king about, whether it's
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people with MCl, people with denentia, people with a
famly history, but neither of those two synptom
sets.

Suppose you have a choi ce of using PET
scanning or not. (Qbviously, by the way, if you were
to consider other diagnostic tests, there would be
ot her branches comng off that first decision node.
Ckay.

You can either have the disease in
guestion, in this case AD, or not. And in the PET
arm the PET could have been positive or negative for
ei ther people with or without the disease. So you
can see on the upper left, the first branch would
| ead to true positives, those people who actually had
AD and had a positive PET scan. The next branch is
fal se negatives, people with AD who had a negative
PET scan. I'mjust going to talk you through it.

The next branch are people who are fal se positives,
peopl e who had a positive PET scan but don't actually
have AD. And the next branch on true negatives,

people with no di sease and a negative PET scan.
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So all of these people would go to the

treatment algorithm which again, the choice is to

treat or not, obviously oversinplified. Now you can
t hi nk about, if the test is positive, presunable
peopl e woul d get the treatnent that you're thinking
about. If the test is negative, they wouldn't get
the treatnment. |If there is no test, | think we would
have to consider two options, whether to treat
everyone or not to treat anybody, especially in |ight
of the relatively safe profile of the nedications
that are being evaluated right now.

Then you would go to the outcones nodul e,
and there are three or four categories of outcones.
The bottom one just says other, so don't worry about
the fact that you can't read it, I"'msorry. The top
one is rate of progression. There could be the no
change in cognitive status, slowed progression
conpared to what it would have been w thout the
treatnment, or typical progression. Then another type
of outcone is treatnent side effects.

The third bullet there says worry could
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| ncrease or decrease. There are obviously huge
consequences to telling soneone, especially sonebody
who is currently asynptomatic that they do or do not
have Al zheiner's di sease based on a test.

So let's think about it. The true

positives, you can imagine that early treatnent nay

be nore beneficial than later treatnent and they
woul d get a health benefit fromthat. The true
negatives m ght get reassurance. The false positives
m ght get unnecessary worry and unnecessary treat nment
wi th the consequence of that. And the false
negatives m ght get inappropriate reassurance and not
get a treatnent that m ght have been hel pful to them
So that's one very broad way of thinking about it.

So points to consider, again, | keep
enphasi zing, the phase of illness is inportant, and I
think it will be inportant based partly on this
di scussion to think about which sort of groups of
patients we want to consider in the analysis.

The appropriate reference test or tests is
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10

uncertain. Inpact of negative tests and fal se
positive tests are inportant to evaluate, what | was
just tal king about, the inpact of the psychosoci al,

| egal and ot her kinds of consequences to people with
test results.

Pati ent managenent is a noving target, as
| nmentioned, both in terns of treatnment of sort of
full-blown denentia as well as prevention of denentia
I n people considered at high risk. There are many
many clinical trials going on now and ny guess is we

will have a lot nore data in five years that we have

now, and clinical practice is evolving daily, so
there is an issue of howto nodel that. The choice
of appropriate nmeasures of health outcones is very
| mportant.

The evaluation will ultimtely depend on

t he operating characteristics of the test at

di fferent phases of illness, and again, we are
unlikely to have data at all those phases of ill ness,
so that will be an issue.

Model i ng of patient managenent deci sions,
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data regarding treatnment effectiveness at different
phases of illness, and the question, one question is
whet her we shoul d consider and how to consi der data

about the inpact of true and fal se positive results

at different phases of ill ness.
So the issues that | would ask the MCAC to
consi der are, does the MCAC agree with this basic

broad approach? How nuch consideration should be
given to the role of other diagnostic inaging
procedures? What are acceptable reference standards
when eval uating the operating characteristics of any
of these tests? And how should the psychosoci al,

| egal or other consequences of different PET outcones
be consi dered?

| think | wll end it there.

DR. SOX: | think the next part of the
agenda is to have schedul ed or unschedul ed public
comrent, but before that, and al so before we get into
di scussi on of the AHRQ nodel, are there any sort of

specific questions that you would |ike to address
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t oday?

DR. FRANCIS: D d you think about, because
when you tal ked about how a fal se positive m ght have
the risk of too nmuch treatnent or inappropriate
t herapy for Al zheiner's, what you didn't raise in
that bullet in the slide, mght it also result in
peopl e not getting other sorts of treatnent that
woul d be beneficial.

DR. ZARIN. You nean if it led people to
not acknow edge that there was sone other disorder?

DR. FRANCIS: Well, not necessarily that,
but sonetines when a patient has a diagnosis of
Al zheinmer's, other things don't happen. For exanpl e,
there are recommendati ons that you don't have breast
cancer screening or whatever else it m ght be,
totally unrelated to Al zheiner's, so that that bullet
needs to be, | think, not only is there a risk of
getting inappropriate care but also, is there a risk
of not getting appropriate care.

DR ZARI N: | think that first of all, the

answer to that would depend also in large part on
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whi ch popul ation you are dealing with, so that if you
are soneone al ready denented and you are dealing with
just the differential diagnosis, the inpact would
probably be less in that regard than sonebody who

m ght actually be nornal.

But, | agree with you. | think that for
each of those endpoints, there is a whole slew of
what | | unped under psychosocial, |egal, other
consequences, and then the question is how nuch do we
need to flush that out again, considering that we
have a relatively short tinme franme, the data are
likely to be limted, but these are incredibly
| nportant issues, and so | think we need people's
reaction to that.

DR. SOX: Al an.

DR. GARBER This is about that relatively
short tinme line. Can you just give us a brief
description of how this would proceed after today,
how much tinme to identify a contractor or set of
contractors, send off for review and so on, and get

it distributed to the panel and send it for public
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comment ?
DR. ZARIN. Well, we have an EPC |ined up.

It's not actually public yet so | won't announce

whi ch EPC, but that will be signed, sealed and
delivered in a day or two. And then Sean can address
the rest. | know for a Novenber MCAC neeting, the
report needs to be pretty nmuch finalized about a
nont h before the neeting, so you can do the math.

DR. TUNIS: And just to be clear, the
Novenber MCAC neeting is sort of a self-inposed
deadline, if you wll. It's trying to take into
account, you know, the magnitude of the analytic work
t hat woul d be required, depending to sone degree on
what this group sort of suggests in terns of the
scope of what is actually |ooked at.

But there, you know, if this group
actually recommends an extrenely broad evi dence based
| ook, then the Novenber deadline m ght have to be
pushed back, but obviously, there is a | ot of
interest in making sure that this decision gets nade

as qui ckly as possi bl e.
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DR. SOX: | have a factual question. You
presented a decision nodel. Do you plan to actually
cal cul ate expected quality adjusted life years or
what ever for the test, no test decision, or are you
using the nodel principally to lay out the structure
for a nore sem quantitative approach to the probl enf?

DR. ZARIN. |I'mhere to serve you guys, SO

what ever approach makes the nost sense. | would, if
it were nme operating in a vacuum | woul d probably
| ook nore at the probabilities of different types of
out cones, as opposed to noving all the way to getting
qualities, but I think it's inportant for the MCAC to
t hi nk about what kind of data they think are
| nportant, and again, ny answer woul d al so perhaps
depend on the quality of data we find when we go
sear chi ng.

| nmean, | think that popul ation of
interest is a critical issue and frommy very cursory
| ook, we are going to be very |imted in data,

especially for sone of those popul ati ons, but those
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are also the popul ations where it's likely, where
it's being advocated for use a |ot.

DR. SOX: Ckay. My question probably
st epped over the |line between sort of factual
guestion and strategic question that we probably
ought to defer to the discussion period.

DR. MCNEI L: | think I would have stepped
over the line too, but it was a question that
foll owed up on your question, so shall be wait?

DR. SOX: | have witten this down, so we
can reask the question when we get to the di scussion

period. Ton®

DR. HOLOHAN: Are we to take the coments
that you made that the definitions of true positive
woul d be aut opsy based? | nean, we tal k about how
one nakes the diagnosis of Al zheinmer's clinically,
the correlati on between autopsy results and the
prenorbid or preterm nal diagnosis, and then you went
on to talk about true positives, false positives. |
presunme positive in that case is a gold standard that

woul d be based on autopsy study data?
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DR. ZARIN. Well, | think that when you
nodel it, you can either, it depends on how the data
comes. W are unlikely to have -- the data that are
usi ng PET scanni ng, sone of the data have autopsy
results, and sone of the data don't, and | think you
have to nodel the best you can about the sensitivity
and specificity based on those data. There is no
hard answer. | think if there were a series of
excel l ent studies, all of which did PET scans on a
| ot of people, sone of whom proved to have
Al zhei mer's and sone of whomdidn't, and there were
autopsy results on all those people, that would be
t he best data to use.

My guess is we are not going to find a | ot
of data like that, but again, we haven't |ook in

depth yet.

DR. HOLOHAN. So we woul d have gol d
standards, we m ght have silver plated standards,
which is clinical diagnosis because the clinical

di agnosi s and the autopsy data, probably you wl|l
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find nore studies that relate, so we wll have
absol ute nmeasures and surrogate neasures?

DR. ZARIN. Well, if you're |ooking at PET
scanning for people let's say presynptonmatic, then
one possible reference standard could be clinical
di agnosi s sonetine later. |In other words, did this
PET scan on day one predict a clinical diagnosis of
denmentia five years later? That m ght be a | ogical
study design and reasonable data to use.

| f you' re | ooking cross-sectionally, PET
scan now versus clinical diagnosis now, that's not
t hat | ogi cal because you have the clinical diagnosis,
you know, if you're using that as the reference
standard, the PET scan didn't add anything to the
si tuation.

DR. MCNEI L: | think this is a
clarification question, Deb. You tal ked about the
changing tinme course relative to different nanagenent
strategi es and what data woul d be avail abl e when.

And when | was |ooking at the stuff you pulled off in

terms of ongoing clinical trials, one of the
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guestions | had, is it possible that sone of those
data or those results that m ght be very neani ngful
to this discussion are going to happen on Decenber
1st? Are we titrating our tinme course to the
availability of sonme of those pivotal clinical
trials, or should we be, | guess is the other
guesti on.

DR. TUNIS: W haven't thought to do that
but we can certainly, you know, |look into the tine
course, and you know, consider whether we need to
hold off until we have sone of that data if it |ooks
like it's going to be pivotal data. So | think
that's a good point and we'll just nmake sure we're
sensitive to that.

DR. SOX:  Frank.

DR. PAPATHECFANI S: Deb, can you give us a
sense of the other neuroinaging nodalities and sort
of your prelimnary read of the quality of that data,
because if the PET data at least in issue don't
appear very strong, we also are going to have

conparator data that won't be strong in the other



22 nodalities.
23 DR. ZARIN. From ny under st andi ng, based
24 again on the AAN, the Acadeny of Neurol ogy docunent,
25 and sone other reviews like that, are that the PET
00044

1 data in ternms of functional neuroi magi ng, they are

2 probably anong the strongest. Well, I'mtalking to a
3 radiologist, so you mght have a better sense of

4 that, and that there is a limt to what structural

5 neuroimaging can tell you.

6 DR. PAPATHECFANI S: R ght.

7 DR. ZARIN. However, again, it depends on
8 which phase of illness you' re tal king about.

9 DR. PAPATHECFANIS: It's a bit of a

10 concern, and maybe Barbara, you can comment a little
11 bit nore too, that the functional MR data, the other
12 data in the other conpeting nodalities, if you wll,
13 is still very immture, it's a new set of criteria,
14 new technol ogy and so forth.

15 DR. ZARIN. Let ne just add, one of the
16 argunents |I've heard is that even though, say the

17 Acadeny of Neurol ogy practice guideline reconmends
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structural neuroimging at initial workup, it doesn't
recomrend repetitive structural neuroi magi ng.

DR. PAPATHECFANI S: R ght.

DR. ZARIN. One of the argunents we hear
Is that that happens in real life and that having a
definitive diagnosis mght put an end to that. |
don't know, you know. |I'mjust telling you that, and

so, that's the sort of thing that you coul d nodel or

say no, we're going to stick with basics.

DR. MCNEIL: Just a followup to Frank's
coomment. One of the tests, the other tests that's
mentioned in the AAN docunent and is used frequently
s SPECT, and the issue there, | think there are
really two things we want to consider, and | don't
know how they get folded into the anal ysis, Deborah.
One is that PET at | east on the basis of these
articles appears to be better. The counterpoint to
that, though, is the fact that it's nmuch | ess
avai lable. And then | don't know how we want to

consider the availability of the technology relative
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to its other possible uses and the availability of
SPECT, which is relatively underused from a
neur ol ogi cal perspective relative to PET in the total
body perspective. |Is that your sense, Frank?

DR. PAPATHECFANI S: Right.

DR. MCNEI L: And whet her or not that
differential ability factors at all into our
decision. For exanple, of at the end of the day it
shoul d conme out that sonehow, on a quality adjusted
year or whatever the neasure is, PET was 2 percent
better than clinical scenarios, but it was
essentially unavailable, 2 percent better than SPECT

but it was essentially unavailable. |[|s that anything

that we consider in these deliberations? That
strikes nme as an issue for the Executive Committee
rat her than for the diagnostic imagi ng panel.

DR. SOX: And for HCFA

DR. MCNEIL: And for HCFA

DR TUNIS: Well, those sorts of issues
certainly get raised and you know, it's raised al so

in the context now of, thinking to the issue of the



9 gamma coincidence canera PET versus full ring PET,
10 and the availability of ganma caneras in rural where
11 there aren't full ring PETs, so those issues do get
12 raised to us as part of the consideration of the
13 coverage process.

14 And | think other than sort of raising
15 those points in this context, I'mnot sure there is
16 nuch further to go with that, but the points do get
17 raised and certainly the commttee raising those
18 points for us gets noted and becones part of the

19 di scussi on.

20 DR. SOX: Al an?
21 DR. GARBER This is really just a
22 question about the agenda. It seens that we're

23 starting to really get into our suggestions about how
24 the nodel should be structured. D d you want to have
25 the public comments before we carry out that
00047
1 discussion fully, or are you open to discussion of
2 the nodel and suggestion for AHRQ?

3 DR. SOX: Well, | had hoped to keep the
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di scussion nostly to factual questions for Debbie
about what she said, as opposed to conment and

advi ce, and thanks for rem nding us that maybe we're
slipping, going over that |ine.

So, | guess at this point, we will ask you
to stand down and be ready to participate in the
di scussion | ater on.

And we have one schedul ed person to
comrent, Dr. Marilyn Albert. |Is Dr. Albert here?
Good.

Whul d you i ntroduce yourself please?

DR, ALBERT: |I'mDr. Marilyn Albert. |'m
prof essor of psychiatry and neurol ogy at the Harvard
Medi cal School, and I'malso director of the
gerontol ogy research unit at Massachusetts General
Hospital. | was asked to speak today because | am
al so the chair of the nedical and scientific advisory
commttee of the National Al zheiner's Association.
And | have no financial interest in the outcone of
t hese deli berations in any organi zati on or busi ness
that is evaluating or using PET.

DR. SOX: Before you start, could | ask,
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does anybody el se plan to make a comrent? Coul d you
rai se your hand if you plan to comment? | didn't see
any hands. Did | mss anybody? So, in principle,
you have lots of tine.

DR. ALBERT: That's probably not a good
thing. Well, | haven't brought prepared comments
because | was only asked to do this very very
recently, but we will prepare a summary of ny
comments when |' m done.

| should just nention a little bit about
ny rel evant background with respect to i magi ng and
di agnosi s of Al zheiner's disease. | amthe
co-director of a clinic at Massachusetts Ceneral
Hospital, where we regularly see patients who cone
with clinical conplaints, older individuals with
conpl aints of nenory problens and so on, on a regul ar
basis. | work with a teamof clinicians eval uating,
di agnosi ng people with Al zheinmer's, so |I'mvery
accustoned to using imaging in a standard way for

maki ng a di agnosi s.
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| also amthe director, the principal
I nvestigator, of their very large program project
t hat has used imaging in connection wth other
nodalities to try and identify patients with

Al zhei ner's di sease, and in the past we have focused

on trying to conpare individuals who were nornmal with
peopl e who had m1d Al zheiner's di sease, and right at
t he nonment we're | ooking at the preclinical

predi ction of Al zheiner's disease.

So sone of the issues that you just heard
addressed with respect to | ooking at people who cone
Wi th cognitive conplaints and then seei ng what
happens to them down the line are the sorts of things
that we're evaluating in a research setting, so |
have seen imagi ng applied in both donains.

As you have already heard, in standard
practice right now, inmaging is used to rule out other
di seases. \Wien we see patients clinically, typically
what's done is to do a structural MRI or a CAT scan
to see if people have strokes or tunors, or a nornal

pressure hydrocephal us or other disorders that m ght



17

18

19

20

21

22

23

24

25

00050

10

11

be causing their cognitive conplaint. 1It's not used
to rule in the disease in standard clinical practice
because at |east anong nost people in the field,
there isn't enough uniformty and enough agreenent
anong i nvestigators as to howto do this, but that's
in fact what the issue is here today, whether or not
we can use PET to rule in the diagnosis.

Most of the data with respect to PET and

ot her inmaging nodalities has therefore been conducted

in patients who are very carefully screened, where
ot her conditions have been rul ed out by standard
means, and then PET or MRl or what have you has been
used to see if the imagi ng neasurenent i s as good as
the clinical diagnosis, or as good as the ultinmate
pat hol ogi cal di agnosis, or can predict progression of
di sease in people who are presynptomatic, as we have
j ust heard.

And | think that in evaluating PET or
ot her inmaging techniques the really critical thing

for you to keep in mnd is what has al ready been
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addressed, which is that Al zheiner's di sease and

ot her denentias are progressive illnesses and the
critical thing you need to know in eval uating the
data is how inpaired the people were when they had
t hi s eval uati on, what degree of severity they had
when it was said that inmaging could be equated with
t he di agnosi s.

Needl ess to say, if you get people who are
very advanced or even noderately advanced, you can be
virtually certain that they have a denentia, you
can't always be virtually certain what the denentia
I's, but you can be virtually certain clinically that
t hey have the denentia, and inmaging doesn't tend to

add a lot of on top of that, so the real interest has

been to see whether or not it adds sonething earlier
in the disease, and that's why a | ot of attention has
been paid to | ooking at people with mld inpairnent
or to looking at people in the preclinical phase of
the disease. But, | think in |ooking at the
literature that exists, it will be critical to see

what stage of the illness people are at when the



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

00052

1

2

di sease was acqui red.

The other thing that | think is inportant
for you to evaluate is whether or not the data cone
fromvery carefully screened individuals or all
conmers. Most of the studies that are in the
literature that | amfamliar with have taken people
who are exceedingly carefully screened because the
goal is to see that they neet clinical research
criteria for Al zheiner's disease, and those clinical
research criteria, as we've heard, have an accuracy
i n major nedical centers of up to 90 percent in
conparison to di agnosi s.

There are few studies that | am aware of
t hat have taken all conmers who haven't been carefully
screened, which is of course the clinical challenge
t hat we have, because these denentias are nobst conmon
i n individuals who are elderly, they have nmany ot her

i1l nesses that can inpact on their cognition, heart

di sease, they take various nedications that can

| npact on cognition, and people with substanti al
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I 1l nesses along those lines tend to be excluded from
research studies, but they still would require a

di agnosis. So one of the major questions is whether
or not the literature that you will have in front of
you has only taken very carefully screened people or
all consecutive patients.

The ot her issue that you've al ready tal ked
about but is very obviously inportant to address is
t he question of the reference standard. |t was
al ready nentioned that autopsy in respect to nost of
t hese diseases is the reference standard, but there
are also to ny know edge few studies where all the
| magi ng data relates only to peopl e who have cone to
autopsy. The vast nmpjority of the studies have to do
wi th conparing the clinical diagnosis that has
greater than 90 percent accuracy with the inmaging
dat a.

And then now nore recently, there are a
whol e spate of studies | ooking at prediction of
course, is the person that you see who is very mld,
do they progress to the point where they get

di agnosed with Al zheiner's disease or if they are
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very mld, do they continue to progress in a way

that's characteristic of Al zheiner's disease in the
absence of having an autopsy.

The other topic that was nentioned only
briefly of course is the question of differenti al
di agnosi s anong the denentias. There are a variety
or other denented disorders that are nuch | ess conmon
t han Al zhei ner's di sease such a frontal tenporal
denentia, Lewy body disease, and multi-infarct
denmentia. And again, the nunber of studies that have
conpared these denentias with one anot her using
imaging is fairly nodest in ny experience, but that
will be a very inportant thing to look at if the
claimis, can we nmake a differential diagnosis anpbng
patients who al ready have a denentive di sorder.

The last point that | wanted to nention
t ouches on the topic that was just tal ked about at
the very end of the previous speaker's session, which
is other imaging nodalities. W have tal ked about

PET and SPECT. There is also a |lot of work that has
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been done with structural MR and | think in general
it's fair to say that there i s enornous enthusiasm

for the capability of inmaging in general for, if not
di agnosi ng a di sease, systematically evaluating its
course. There are drug conpanies, for exanple, that

are beginning to | ook at imaging neasures as outcone

nmeasures in studies, and that's because they feel
t hat these neasures in general are getting nore
accurate.

| think the reason for that is that
t echnol ogy has greatly inproved over the |ast ten
years, and al so we have a nuch better idea of the
actual nature of the di sease process, so for exanple
in Al zheiner's di sease, we have a nuch better idea of
where in the brain the disease is beginning, and so
i f you can nmeasure that with great accuracy, you can
beconme nmuch better at diagnosing illness and
therefore, in seeing the change in the progression of
di sease over tine.

Al'l of the neasures that have been tal ked

about have data with that, in that regard. There are
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very few of themthat have been conpared with one
another, so for exanple in the area of structural
MRI, there are region of interest neasures where you
outline specific regions in the brain that you think
are where the disease is beginning, and you al so have
whol e brain neasures | ooking at whol e brain
shrinkage. Both of those nethods have been shown to
be very prom sing.

There are no studies that |I know of,

al though they m ght have cone out very recently,

conparing themw th one another and the sane is true
with PET, that PET has been used but very rarely
conpared to the sane individual to SPECT, or SPECT to
structural MR, so | think that conparison if you
want to evaluate the entire of inmaging is al so going
to be sonething that's inportant.

So, why don't | stop there and take
what ever questions you m ght have.

DR. SOX: Thank you very nmuch. If that's

what you can do on three days notice, we | ook forward



11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

00056

to hearing you when you have tine to prepare.
Bar bar a?

DR. MCNEIL: | agree, that was a | ovely
presentation, Mrilyn.

DR. ALBERT: Thank you.

DR. MCNEIL: | have one question that, |
want to nake sure | heard you right. You indicated
that with patients with |ate di sease for whomthe
di agnosi s of denmentia was certain, that imging
doesn't add much. |Is that what you sai d?

DR. ALBERT: Wsat | said was that in |ate
di sease you can be virtually certain that soneone is
demented. \What imaging mght add and | don't
actually know that anybody has | ooked at that, is

whi ch of the many di seases they m ght have. So for

exanple, if you have a noderate to severely inpaired
patient, do they have frontal denentia or do they
have Al zhei ner's.

DR. MCNEIL: So that would actually be an
i nportant part if we were to be taking | ate stage

presentations, one of the questions would be is
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imaging refining the differential diagnosis so that
we woul d then know whether to treat, so that's still
okay with you.

DR. ALBERT: Yes.

DR. MCNEI L: Can | ask her one other --
|"mnot sure if this is a question that is for us or
for her, and it's sonething that was said in the
docunents and Deb said it and you said it, and it is,
i n good academ c settings, the probability of
Al zhei ner's di sease can be up to 80 or 90 percent, if
you have a super workup.

DR. ALBERT: That's right.

DR. MCNEIL: Now if that's the case, do we
have any reason to believe that any imging test is
going to have a likelihood ratio that's going to get
us to anything that is high enough to nmake a
difference? It's alnost a nodeling question in the
absence of any data, but what do you think about

t hat ?

DR. ALBERT: That's why | nentioned the
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aspect of carefully worked up patients versus not,
because originally when people started to using
imaging in this area, which was about 20 years ago,
t he hope was that we wouldn't have to carefully work
up patients, soneone could cone in the door, we could
give thema PET scan or a structural MR, and we
woul d know what was wong with them by | ooking at the
imaging. |If you could do that, if you had any test,
a blood test, genetic test or whatever, that could do
that, you would save a | ot of nobney, because it's
very time consumng to do all the tests that exist
now, there are a | ot of experts that have to eval uate
t he individual, and the experts have to be good. |
nmean, the data about 90 percent accuracy conmes from
maj or nedi cal centers where people really know the
di sease, so if you had sonething that was pretty good
t hat you could substitute for all of that, that would
actually help. | don't know that that's what anybody
is claimng, but I think in theory that woul d hel p.
DR. SOX: Alan, | think you were next, and
t hen Bob.

DR. GARBER  Thank you for your excellent
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coments, and | just wanted to foll ow up on sonething

that you nentioned briefly. One of the ngjor

pur poses for PET in diagnosing Al zheiner's disease,
or using it for suspected Al zheiner's di sease
presumably woul d be for prognosis, and you have
briefly nmentioned prognosis. And of course, if this
I s sonething that the evidence based practice center
pursues, they will be | ooking conprehensively at the
literature. This nmay be an unfair question but I'm
just wondering, is there a strong literature to your
knowl edge on the role of PET or for that matter other
i magi ng nodal ities, in determ ning prognosis? And |
amparticularly interested in the nmarginal
contribution of the imaging tests, whether it's
functional or structural, over the other clinical
paraneters that you routinely foll ow

DR. ALBERT: \When you say prognosis, you
mean preclinical disease, you nean very very early
peopl e before the devel opnent ?

DR. GARBER No. They're already



19 suspected of having denentia, or they nay have early
20 denentia in sone form and in predicting disease
21 course subsequently.
22 DR. ALBERT: There is a substanti al
23 literature on that. Mst of the data is in people
24 who clinically are said to have probable Al zheiner's
25 disease, which neans they neet clinical research
00059

1 criteria for Al zheiner's disease, they usually are

2 either mld or noderately inpaired, and sonebody has
3 done imaging to see whether or not they neet that

4 diagnosis. And in nmany instances, although not in

5 all, those articles will also tell you which of the
6 people went on and progressed even if they didn't get
7 an autopsy.

8 DR. GARBER And do you have a sense of

9 how PET conpared to the other inmaging nodalities?
10 DR. ALBERT: Basically I think the
11 challenge that's going to be in front of you is that
12 there are very few studies that have conpared i nmagi ng
13 nodalities head to head. In our particular studies

14 for exanple, at Mass Ceneral, we have conpared
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structural MRI to SPECT, and to neuropsychol ogi cal
testing, but in general, there is not a | ot where
| magi ng, the sane imging nodality, the sane
i ndi vi dual s have been evaluated with different
i magi ng nodalities. There isn't even nmuch data on
conparing different types of, for exanple, structural
MRI neasures to one other in the sane individual, so
| think that conparison is going to be difficult for
you to find data on.

DR. SOX: Bob.

DR. MJURRAY: It's ny inpression that many

of the studies involve a treatnent aspect and their
proposed pharnmacol ogic interventions and so on. |If
we're looking at, or if AHRQ | ooks at health
outcones, how will the various, how can you sort out
the various interventions in evaluating the

di agnostic accuracy? |Is it possible, are there
enough studies that |ook only at that diagnostic
accuracy using an internedi ate neasure? Coviously if

there were autopsies, it would nake it easier to
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assess the initial diagnostic accuracy.

DR. ALBERT: |'mnot sure | understand the
question, if you could just rephrase it.

DR. MURRAY: Are there good diagnostic
studi es that are unaffected or that have outcone
neasures that are not affected by the treatnment
i nterventions?

DR ALBERT: | see. Well, the treatnents
as you heard, are exceedingly nodest. They only
statistically slow up course by six nonths, so by and
| arge, the studies will not be affected by treatnent
outcone at all.

There are a nunber of studies that have
now been using structural MR to | ook at additional
out cone neasures, but because the treatnment effects

are so nodest, they have nostly been used just to

nmeasur e progression of disease and not to | ook at the
rel ati onship between treatnent and the neasures
t hensel ves.

DR. SOX: | will just go around, | don't

know who's next, so Tom and t hen Randel .
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DR. HOLOHAN:. Forgive nme for a question
t hat asks you to act as a visiting |lecturer, but I
can't pass up this opportunity. You tal ked, when you
wer e tal king about the diagnosis, and you began with
aut opsy and then tal ked about clinical evaluation and
clinical diagnosis being accurate in the best places
about 90 percent of the tinme, and then you talked
about progression. And what | wote down, this isn't
what you said, but progression may be "proof". Can
you el aborate a little bit nore on the increasing
| i kel i hood of a correct diagnosis in seeing the
patient over tine and how progression could separate
say Al zheiner's di sease from Lewy body di sease,
frontal tenporal ?

DR. ALBERT: Theoretically, progression
could help you differentiate Al zheiner's di sease from
mul ti-infarct denentia, because you woul d expect that
in nmulti-infarct denentia there would be these
pl at eaus with big declines when there were vascul ar

events. Frontal tenporal denentia, | have the
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predi sposition that you can best differentiate that
fromAl zheiner's di sease very early in the course and
t hat as people progress, they | ook nore and nore
simlar, so without autopsy it would be very
difficult to differentiate them and the sane thing
is true wwth Lewy body di sease.

| think the real point where progression
is helpful is inthis preclinical arena and that's
why we have been focusing on that nore, because you
comonly have people who have conpl ai nts and concerns
about their nmenory problens, and with all the
publicity about Al zheiner's disease, that's the thing
they worry about the nost, and so nore and nore they
are going to clinicians for evaluation and those
people are very difficult to evaluate. And if you
could -- and if you have effective treatnents, |ike
even the treatnents we have now do sl ow up the
disease a little bit and it's pretty clear that the
earlier you take themthe nore beneficial they are.
In other words, it you take it later in the course,
you don't get back to the |evel at which people who

took it earlier had achi eved.



23

24

25

00063

10

11

12

13

14

15

16

17

So if you could identify people in the
preclinical phase of disease and be pretty sure that

they were going to go on to devel op the di sease, then

treatnment intervention would be beneficial and there
woul d be a great worth in that. So progression in
that area is of substantial informativeness. You
eval uat e peopl e when they have nenory difficulty and
then you follow themto see whether or not wwthin a
few years they neet clinical criteria for Al zheiner's
di sease. So, | think that's the setting in which
maki ng a nore definitive diagnosis would be

exceedi ngly hel pful and beneficial in ternms of health
out cones.

DR. HOLOHAN. Do you routinely treat nost
AD patients pharmacol ogically at Mass General ?

DR. ALBERT: W do routinely offer
treatnent, yes. | nean, with the treatnents that are
now avail able, with the three nedi cations now on the
mar ket, we do. Mdreover, in this study that we're

conducti ng where we're | ooking at preclinical
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Al zhei nmer' s di sease because these treatnents are now
avai | abl e even before people neet clinical research
criteria.

We tal k about treatnments with them we
tal k about nonsteroidal anti-inflammtories,
anti oxi dants and the choli nesterase agents.

DR. SOX: Randel.

M5. RICHNER. My questions were answered.

DR. FRANCIS: One of the questions for
t hese panels is, is there any data about the Medicare
popul ation nore generally, not just the folks in
academ c nedical centers, and you nentioned that --
Is there any data that you know, do you have any
comments at all about what the world is |ike out
t here beyond Mass CGeneral? And really the reason |'m
asking that is whether you have any comrents about
the likely sensitivity and specificity, and issues
| i ke fal se negative and fal se positive rates outside
of academ c nedical centers, when you' re dealing with
a popul ation that may not have been very carefully

Scr eened.
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DR. ALBERT: Well, first of all, | do do
research in a population that's in a very good
nursing home in the Boston area, and even though it's
a very good nursing hone, it's astonishing that
peopl e don't get a regular workup. So the absence
of, for exanple imging, when sonebody is thought to
have a progressive denentia is quite striking in the
general popul ati on.

But when it cones to the issue of false
positives and negatives, the challenge is the prior
probabilities. |If sonebody is 80 and wal ks into our

clinic wwth a history of cognitive decline, the

| i keli hood that they have frontal tenporal denentia
statistically is alnbost zero, because it doesn't
present in that age range. |[|f sonebody is 60 and
they walk in with a history of cognitive decline then
t he chances that they m ght have Al zheiner's di sease
or frontal tenporal denentia are about 50-50, but of
course that's a very rare age range in which to see

t he di agnosi s.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

00066

So if you have a data from a popul ati on
whose average age is 75, and sonebody uses inaging to
make a di agnosis of Al zheiner's di sease, just by
chance they will be right a lot of the tinme. So you
have to factor that in to the way in which you
eval uate t he dat a.

DR. SOX: M question relates to Leslie's
guestion, | think. You nmade a point that we shoul d
be | ooking closely at how the study popul ati ons were
defined as to whether they were off the street fol ks
with cognitive decline versus people who had been
carefully eval uated with neurocognitive neasures and
the like. It wasn't clear to nme fromyour remarks
what i npact making that distinction was going to
have, whether it was likely to affect the |ikelihood
rati os of the tests or nostly have its inpact in the

prior probability of disease.

DR, ALBERT: In ny mnd, it relates to the
i ssue that Dr. McNeil raised, which is, does it add
anyt hi ng above and beyond a good clinical diagnosis?

So if you have a very good clinical diagnosis and you
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have carefully eval uated patients, can you inprove
beyond that with good imaging? |f you don't have
carefully evaluated patients, then it relates to the
comrent | nade before about cost saving. If you
coul d make a good di agnosis with i magi ng and not have
to do anything else, the cost savings would be really
quite substantial.

And nore and nore, the other part of it is
this early diagnosis. |If you have people just comn ng
in with cognitive conplaints, if you could predict
what was goi ng to happen to them and you knew t hat
t hey were going to devel op Al zhei ner's di sease and
you could intervene earlier, then that wuld al so be
very beneficial.

DR. SOX: Barb?

DR. MCNEIL: | wanted to follow up to your
guestion, Hal. The prior probability of 80 to 90
percent, which was defined for us --

DR. SOX: That was accuracy.

DR. ZARIN. That was prior probability of

peopl e who had been worked up. W start there,
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that's the prior probability.

DR. MCNEI L: Right, that's what | neant
to say if | didn't. Does that apply to a certain age
range? In other words, you can't get there w thout
bei ng 75?

DR. ALBERT: No, that applies to people of
all ages. It applies to anybody who cones for an
evaluation in a nmgjor center where people have
expertise in the diagnosis.

DR. SOX: If the prior probability is
really 90 percent, how sensitive would the tests have
to be to drive the probability | ow enough so that you
woul dn't give a relatively benign treatnent.

DR. MCNEIL: Right, that's what | sort of
want ed to ask.

DR. ALBERT: But you know, our assunpti on,
and |'m sure you know that all around the world, drug
conpani es are racing one another to find better
treatments for Al zheinmer's disease. And the ones
t hat people are | ooking at right now are based on

what everybody feels is a nuch better understandi ng
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of the biology of the disease. M guess is that
those treatnents are not going to be as benign, and
that's part of the reason that people are working so

hard to be nore accurate in preclinical diagnosis,

because if all you were going to say is take
Vitam n E and i buprofen, and you will greatly reduce
your risk, then there is no point in our spending all
our time trying to figure out if people really are at
risk, but the likelihood is that the treatnments wl |
not be beni gn.

DR SOX: Deb?

DR. ZARIN. \What's the treatnent
i nplications of making a better differential
di agnosi s in sonebody who is denented? | nean, |
mentioned that there are studies of the nedication
for people with Al zheiner's, but what would be the
val ue? | guess there is value in prognostic
i nformati on and perhaps in treatnment infornmation.

DR. ALBERT: | actually think with

respect to certain diseases, the inpact on the famly
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i n making a better diagnosis is very very useful.

The biggest place in which it's useful is in the
conpari son between frontal tenporal denentia and

Al zhei ner's di sease. Frontal tenporal denentia
progresses in a very different way, the patients are
behaviorally as a group exceedi ngly disturbed,
famlies have a great deal of difficulty dealing with
t hose patients and understandi ng what's happening to

them and are very often frightened by them And if

we can nmake an accurate diagnosis, we can enabl e them
to see it nore as a brain disease and to figure out
how to intervene, and the interventions are
considerably different than they are in Al zheiner's
di sease. So, | think there are a nunber -- that's
t he best exanple, but there are instances where
accurate diagnosis really does nake a difference.
DR. SOX: | have one | ast question for
you. |I'minpressed with the conplexity of this
probl em and the short tine |ine, and the requirenent
to set sone priorities. Were would you put the

enphasis in this study, on what sorts of applications
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of imaging, on early diagnosis, on eval uation of
patients with a clearcut decline, where do you think
the nost inportant area is likely to be if we had to
set priorities and not try to cover everything?

DR. ALBERT: | think the nost inportant
thing is in early diagnosis because that's the place
at which there's the greatest anbiguity and where
| magi ng nmeasures could add the nost. So either in
mld patients or in patients with preclinical
di sease, | think is where the benefit is the
great est.

DR. SOX: So screening?

DR. ALBERT: Yeah, or very mld disease.

| nmean, unless you have people who are really expert

in evaluating patients, individuals who are mldly

i npaired tend not to get picked up, they go to their

physi ci an and they conplain, and the physician says

this is just nornmal aging and they should go hone.
DR. SOX: Randel ?

M5. RRCHNER: You said earlier that there



8 islimted data so in that sense, if we're posing the
9 question to just sinply | ook at that popul ation,

10 would that essentially limt what the results could
11 be fromlooking at the question? | nean, |'mvery

12 concerned, if we just | ook at the screening, the

13 preclinical phase, is there enough literature to

14 support covering PET in that particul ar di agnosis?

15 DR, ALBERT: | wouldn't |look just at the
16 preclinical phase. | would also include mld
17 disease. In the early stages of inmaging a | ot of

18 work was done in noderate and severe di sease, but as
19 tine went on, nore data was gathered in mld disease
20 and | think there is a substantial anmount of it.
21 M5. RICHNER:. From your perspective, the
22 nost benefit, clinical utility is in that early
23 popul ation, but our question is how are we going to
24 assess this for coverage in terns of |ooking at the
25 overall population, and | don't know if we're biasing

00071
1 howwe're looking at this if we just | ook at that
2 small popul ation where there m ght not be enough

3 data, so --
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DR. ALBERT: | think there is likely to

DR. RICHNER: -- the question is, are we
going to |l ook at the accuracy of the test, or are we
going to look at -- what is the best utility?

DR. ALBERT: In mld disease, | think
there is likely to be a good deal of data, and I
think the data will be nore likely to be related to
t he best technology that's currently avail abl e,
because when imagi ng studies first were done, the
thrill was just, could you say anything, and so very
si npl e neasures were used in noderate and severely
| npai red patients. But as the neasurenents becane
nore sophisticated, they were done in mlder and
m | der di sease.

So | think, first of all, you wll have a
substantial literature in mld disease and | think
al so those are the neasures that are nore likely to
be related to the current ones that are used.

DR SOX: Tonf

DR HOLOHAN: Let nme extend and neke a
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statenment and you correct ne. |If on the other hand

we follow the prior recomendati on and extend the
review to patients with advanced di sease, to be
facetious, how nmuch juice is there for the squeeze?
You' ve said previously in advanced di sease, even the
very nodest benefits of the pharnacol ogic therapies
avai |l able are mnim zed, they are nost beneficial in
patients with early di sease, they never return a
person to the prior step, | think is the phrase you
used. So what benefit would there be in | ooking at
literature in people with advanced denenti as,
advanced Al zheiner's di sease, for any diagnostic

t echni que?

DR. ALBERT: | think the only benefit
would be if there were treatnents in sone of these
ot her di seases that m ght be beneficial. So for
exanple, in multi-infarct denentia, if you could
prevent nore strokes, or if we understood nore about
treatnments of frontal tenporal denentia. |If there
were better treatnments in those disorders, then

di agnosi s of nore advanced di sease m ght be hel pful.



21

22

23

24

25

00073

10

11

12

13

14

15

At the nonent, the biggest benefit would be in
mul ti-infract denenti a.

DR SOX: Ron?

DR. DAVIS: | think you also nentioned

that there are a |lot of drugs that are in

i nvestigation for treatnent, so if we inprove the
ability to diagnose the disease early then we wll be
ready to go when new treatnents cone on |ine.

MB. RICHNER  Exactly.

DR. ALBERT: Well, that's why sone people
are working so hard with these imging techni ques,
not because we have anything wonderful for treatnent
now, but we're anticipating that within a decade, we
will have really effective treatnents.

DR. DAVIS: And is that because, if |
heard you correctly earlier, that we have a nuch
better understanding of the biology of the disease
and sone of these new drugs under investigation are
tailored to that understandi ng?

DR. ALBERT: That's exactly right, yes.
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DR. SOX:  Frank?

DR. PAPATHECFANI' S: One qui ck comment.
This is in sort of anticipation of what Deb has to
deal with at AHRQ i n comm ssi oni ng the assessnent,
and | guess what |'mhearing is, |I'm al nost
envi sioning two groups or sets of ROC curves, the 90
percent groups and then everyone el se for each of the
possi ble nodalities. Also, the notion of
presel ection and the appropriate identification of

patient, | just want to get reassurance from Deb that

when she has franed this RFP that all of these data
will be part of that assessnent and that we can
anticipate that Dr. Al bert's conmments are really
going to be a part of this.

DR. ZARIN. You're tal ki ng about checki ng
the data on the diagnostic accuracy for the different
patient groups, or the different preclinical sort of
mld inpairnent?

DR. PAPATHEOFANIS: Right. And top flight
academ c centers versus, you know, conmmunity,

secondary tertiary centers. |Is your RFP franed so
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that we will capture those sorts of data as well?

DR. ZARIN. | don't think the RFP is the
problem finding the data may be the problem but
absolutely, | think the diagnostic accuracy part is
in a way the easier part.

The question | have for the MCAC panel is
the linkage with treatnent, and we are hearing a | ot
of things about the val ue of prognostic information,
and | think there is going to be a big question mark
on -- there is going to be data on current treatnent,
but not for all these groups but for one of them at
| east, and there will be guesses about future
treatnent, which you could either nodel through

sensitivity and specificity. So, it would be hel pful

to me to get a better understanding of your

perspective on that, of how nuch treatnent data you

want in there, how nmuch you will be interested in
nodel i ng, and saying well, if these new treatnents
are this good, it will look Iike this, if they are

only that good.
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DR. PAPATHECFANI S: Thank you.

DR. SOX: Sean, then Barbara, and then
we're going to take a break.

DR. TUNIS: | don't know if we nentioned
this already, but one comment that had been made is
that in patients with suspected denentia, that sone
nunber of them undergo repeated structural inmaging
studi es over the course of their illness, and I'm
wondering, you had nentioned that in the nursing hone
t hat you worked at that you were actually inpressed
with the infrequency with which patients with
synptons had i maging studies. And | just wondered,
do you have any sense of whether both of those things
m ght go on or in fact it's pretty atypical to be
using structural imaging in this patient popul ation?

DR. ALBERT: M experience with repeated
imaging is that it's very infrequent for anybody to
get repeated i maging, unless they're part of a drug

study. In drug studies they are now doi ng repeated

| magi ng, bit just because of cost containnment, |

don't know of anybody that does repeated i naging



10

11

12

13

14

15

16

17

18

19

20

21

22

23

routinely on individuals who they have nade a
clinical diagnosis on. And as | have observed, it's
been ny observation that outside of nmajor nedical
centers, even sinple inmaging that really needs to be
done, such as CAT scans, aren't done.

DR. SOX: Barb?

DR. MCNEI L: | want to make sure |
understand what treatnent is that's fitting in here,
and it's followwng up alittle bit on what Deborah
said. So the first thing that a nodel would do is,
assum ng we had the clinical, the patient groups
correct, and assum ng that we had the test
characteristics correct. For early disease, we want
to know what the inpact on whatever the current
treatnents are. For early disease we m ght al so want
to nodel what new treatnents are. For |ate disease,
there are no current treatnents.

DR ALBERT: Well, it should be said that
t he people that are marketing the current drugs that
are on the market for Alzheiner's disease are trying

to argue in sone instances that there nedications are



24 also good for |late disease. And | didn't nean to say
25 that they weren't, they wouldn't slow up the disease
00077

1 by six nonths, but the data suggests that the |ater

2 in the disease you take the nedication, the |less

3 likely it is to put you back at the -- that you | ose
4 sonething by delaying treatnent. It has been argued,
5 and there are data to suggest that even treatnent in
6 nore advanced patients is beneficial.

7 DR. MCNEIL: So we have for the |ate

8 disease patients an estimate of how good the current
9 treatnents are.

10 DR. ALBERT: That's right.

11 DR MCNEIL: Versus current treatnents for
12 early disease. So then, the final question regarding
13 treatnent is the issue that sonebody raised regarding
14 advanced di sease and i magi ng, and you said the nost
15 inportant, or one of the nost inportant benefits

16 there was the differential diagnosis of multi-infarct
17 denentia from Al zheiner's disease. So that woul d get
18 conplicated, because -- I'mtalking out |oud and |

19 shouldn't. Because it would, you would have to
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assune that the current treatnents we were just

t al ki ng about, current available treatnents worked
for Alzheinmer's disease in sone sense, and didn't
work for nmulti-infarct denentia, and that there are
treatnments for nmulti-infarct denmentia that actually

delay the progress of nulti-infarct denentia. |Is

that true?

DR. ALBERT: When | say treatnents for
mul ti-infarct denentia, | mean doi ng things that
reduce your risk for stroke, so whatever woul d
reduce, you know, treating diabetes, treating
hypert ensi on.

DR. MCNEIL: So you would be using the
sanme data for that.

DR. ALBERT: That's right.

DR. MCNEI L: Ckay.

DR. SOX. Is there actually evidence that
using these treatnents alters the course of
mul ti-infarct denentia, or just that it mght?

DR. ALBERT: That's a good questi on.
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DR. SOX: Nobody knows?

DR. ALBERT: There mght be, | just don't
know.

DR SOX: Deb?

DR. ZARIN. | just wanted to note, | think

we're looking at |ate disease in two different ways.

When | presented it, | tal ked about asynptomatic
peopl e or presynptomatic, then mldly inpaired, and
t hen people who clearly had denentia. And | think

soneti mes when you hear the term/l ate di sease, you

t hi nk of people who clearly have denentia, but within

denentia, people tend to use mld, noderate and
severe, so | think basically, we are not all talking
about severe denentia, we're tal king about denenti a,
it nmust be clear that they have denentia, and then
| ook at what stage of denentia they are in.

DR. JOHNSON: You commented on the
preclinical detection diagnosis being exceedingly
i nportant in the managenent of the di sease and al so
t he usefulness in the accuracy of the differenti al

di agnosi s, being able to enable the interventions,
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the early detections and those that had the
anbiguity, using it as a screening in the early
synptons, mldly inpaired. Gven the availability of
PET scanning, with coverage of the Medicare
popul ation in this di sease nanagenent, how i nportant
-- and the expansion with coverage to be towards
expansi on of PET scanning availability, in that early
di sease detection, helping in that anbiguity, the
differential, how do you see that in projecting the
transformati on in di sease managenent towards the
people with these various di seases, given your
expertise?

DR. ALBERT: You're tal king about with
respect to the limted availability of PET scanni ng?

DR JOHNSON: Yes. To have nore

availability of the scanners out there for a greater
popul ation to be scanned, and hel ping with the
overal | di sease nanagenent.

DR. ALBERT: Well, | think first of all,

you woul d need to be sure that PET scanni ng was



6 significantly better than the other avail abl e i magi ng

7 nodalities, and | think that's the question you have

8 before you. Dr. MNeil nentioned that SPECT is nuch

9 nore widely available, and if you were going to make

10 a conparison, at least | think you would want to

11 conpare those two, but also to structural MRl because

12 in point of fact, a |ot of neasures that are now

13 available that are very sophisticated for structural

14 MRl are also very sensitive. And so, | think before

15 vyou talk about trying to nmake PET scanni ng nore

16 available, you need to be sure that it really is

17 substantially better than these other nodalities.

18 DR. SOX: W're going to need to nove on

19 at this point. Al an, can your question be brief?

20 DR. GARBER Well, if Marilyn's going to

21 be here, | really had a very sinple question though,

22 and it gets back to sonething that you had nenti oned

23 about screening. You said that preclinical disease

24 would be the nost promsing tine. Can you give us

25 sone | anguage so that we can in turn give direction
00081

1 to AHRQ about how to define a population of patients
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that you have in mnd, in real concrete terns |ike
peopl e suspected to have early denentia, or
asynptonmatic with a strong famly history. Wat do
you view as this optiml target popul ation?

DR. ALBERT: There are several. One is
this population that's been said to have M, which
stands for, it's a poor choice of a nane, it stands
for mld cognitive inpairnent. In fact, nost of
t hese individual s have a substantial degree of nenory
difficulty but they don't yet neet clinical criteria
for Al zheinmer's disease, so that woul d be one group.

A | ot of people haven't used subjects
defined precisely in the way in which MJ is defined,
so they have tal ked about progressive nenory
conpl ai nts as another way in which the groups have
been defined. And then there are sone studies that
have | ooked at people only based on their famly
history or their geno type, so they don't have going
cognitive conplaints, but they just have this risk
because of their genetic background. So it's all

t hree of those categories that have been | ooked at
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preclinically.
DR. SOX: Wwell, thank you very nmuch. |

hope you enjoyed standi ng up.

Now, Deb has to | eave at 11. And what |
would like to do nowis really try to aimfor several
goals. The first is, I think we need to have sone
di scussi on about whether the nodel that Deb has put
forth squares with the nodel that we have adopted for
our own use, and so I'mgoing to go over that fairly
quickly and then try to get a response from nenbers
of the panel about whether what she is proposing to
provide as the franmework for the EPC in fact is going
to fulfill or perhaps even exceed the nodel that we
have adopt ed.

Then | think we need to address, try to
answer for her the questions that she's raised, and
that's probably the next step. An then finally, we
need to try to think of questions that she hasn't
t hought of, and we can pass those on to her.

| would |ike nmenbers of the panel to be

writing down pieces of advice that we can put into



19 sone sort of list of suggestions for Dr. Zarin and
20 for the EPC, because ultimately the product of this
21 high level discussion has got to be sone practical
22 advice about pitfalls and the |ike.
23 So, I'mgoing to use the transparency
24 projector and just briefly go over our nodel, and |
25 would li ke some comment about whether what Deb has
00083

1 presented covers the essential points on our nodel,

2 and | wll try to be quick about this.

3 So again, we first asked, is there direct
4 evidence for the effect of the test on clinical

5 outconmes because of a random zed study conpari ng

6 patients who got the test and patients who don't,

7 this being probably the best exanple of that, or are
8 we going to be stuck with indirect evidence in which
9 we neasure test performance and then try to infer

10 differences in test performance between the procedure
11 under consideration and the standard test on clinical
12 outcones. And clearly in this exanple, we're going

13 to be doing the latter.



14 So then the first question is, is the

15 evidence adequate to determine that the use of the
16 test provides nore accurate diagnostic infornmation,
17 so we have to evaluate studies of test performance
18 according to standard criteria and deci de whet her we
19 have enough, whether we are confident that
20 differences or simlarities in performnce between
21 the standard tests and the tests under consideration
22 are real or not.
23 And just to remnd you that there is sone,
24 the key characteristics are the definition of the

25 study popul ation, the frequency with which patients

00084

1 who get the index test, for exanple PET scanning,

2 also get the gold standard or reference test. |ssues
3 of whether the person interpreting the test is

4 blinded to all other information. And finally,

5 whether the reference test is a valid neasure of the
6 disease state, which is clearly a key issue here.

7 Now renenber, the reason we're doing this
8 Is to see whether what you're proposing fits with

9 what we have adopted as our approach. So, then, the
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next really inportant questions is to evaluate the
extent to which the test under consideration
correctly identifies patients that the current
standard test fails to identify as disease. So does
PET scanning in fact identify a popul ati on of
patients that MR for exanple, does not detect? Are
the two tests conpl enentary?

And the best way to do that of course is
to do both studies in a popul ation of patients who
get the gold standard test and then see how
frequently patients who are negative on the first
test are positive on the second test, and under those
ci rcunst ances, the second test would provide
conpl enentary infornmati on and we woul d argue t hat
both tests ought to be perfornmed and not sinply one

or the other.

So, assum ng that we have good studi es of
t he di agnostic test performance, we then have to ask,
I s the evidence adequate to conclude that the

| nproved accuracy will actually lead to better health
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outconmes? And the approach that we took is really a
nodel i ng approach as well, that's less explicit than
the decision tree that Deb laid out, but | think
probably in fact |leads to the sanme outcones, but |ess
guantitatively.

So first, the first step then in finding
out whether difference in test accuracy would lead to
| nportant inprovenents in health outconmes, the first
step would be to sinply calculate the post-test
probability of disease. |[|f you know the prior
probability and you know the sensitivity and
specificity, you can cal culate the post-test
probability for the test under consideration but also
for the sort of standard, the test in standard
clinical use, and then evaluate in step two the
potential inpact of the difference in post-test
probability and di sease nanagenent.

Tests after all are just a device for
novi ng probabilities around, and the question is, did
two tests nove the probabilities to a degree that is

enough different to make a difference in the choice
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of treatnment and if not, you could argue that you
don't need both tests.

And here is an exanple of a plot of
pretest probability on horizontal against post-test
probability for one of the PET scan applications that
we considered in our Novenber neeting. And here we
have for exanple, CT scan in the solid |ine and
negative CT scan, post-test probability with a
negative CT stand versus post-test probability with a
negative PET scan, and the difference in
probabilities between here and here, the inportance
of those for choosing treatnent is really the
guestion at issue. And if the differences are small,
for exanple down here, you m ght consider these
differences to be so trivial that choosing between
one test or the another really wouldn't be inportant,
or alternatively, that PET scanning doesn't add
sonet hi ng.

So, once we have determ ned the post-test
probability for the test under consideration and the

clinical standard test, then we ask, what is the
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potential inpact of the difference in post-test
probability on managenent and health outcones? And
we nmake the point that distinguishing between -- the
two tests are nost -- a test is nost likely to

| nprove health care outcones when the treatnents

t hensel ves have an inpact, either a big, there is a

bi g opportunity to inprove health outcones or there
are maj or harns associated with the treatnent, in
ot her words, where the stakes for treatnment are
substanti al .

And if the stakes are m nor for treatnent,
as in the use of vitamn E, for exanple, then being
preci se about the diagnosis isn't terribly inportant.

So, that's the nodel we have adopted, and
| guess |I'd like to ask the panel to briefly advise
us as to whether what Deb is proposing is going to
effectively follow the approach that we have
del i berated on and decided to adopt. So | would |ike
to open that discussion. Leslie?

DR. FRANCIS: Maybe a way to framework it

is to go through things step by step, and | guess the
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first step in what you had up there is the question
of accuracy, right? And one of the things | wanted
to be sure that you're going to get at is the
guestion of accuracy for different popul ati ons and
how much the data that currently exists is data that
generalizes to folks out there who aren't in the
fancy academ c nedi cal centers.

DR ZARI N: | woul d assune that would be a

high priority of the panel, and we would do that.

DR. SOX: So, let's try, since we don't
have much time because Deb has to |leave, so let's
focus on the question of whether what Deb is
proposing as a nodel for thinking this through
sufficiently consistent wwth the nodel that we've
adopt ed for evaluation of diagnostic tests. Alan, do
you want to begin the discussion?

DR. GARBER | think it's a very faithfu
way to follow the guidelines that we've used. | have
a lot of questions about the details which |I hope

we'll get into, but this is exactly the kind of nodel
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| think we wll need.

DR. SOX: Barb?

DR. MCNEIL: | agree. | thought it was a
wonder ful nodel and it was reinforced by a | ot of
what Dr. Al bert said. One question | had relates to
what Sean raised earlier and I don't know whether it
conmes into the discussion now, and the issue was,
where does technical performance fit in? |Is that
sonet hing that we want to address at this point,

vis-a-vis the nodel, or whether we want to hold it

until later?

DR. SOX: Ckay. Does anybody want to take
I ssue with these two about whet her what she's doing
is kind of on track with what we're doing? | agree
with you, | think it is and we shoul d nove on.

DR. ZARIN. There is one place where | can
say that what | proposed is sonmewhat different from

your nodel, | think it's different from your nodel.
Your nodel sticks basically with treatnment effects on
heal t h out cones and your nodel doesn't seemto

i ncl ude the val ue of prognostic information or other
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ki nds of psychosoci al benefits of getting a test
result. That was sonething | skinmed over, and
obviously it's sonmething that people would care a | ot
about in this disorder. The question is, does this
panel want us to consider that, or do you want us to
stick very closely to what we can find in terns of
treatment effects and heal th outcones?

DR. SOX: Al an?

DR. GARBER Wel |, actually, our | anguage
on the diagnostic tests states that if it contributes
to patient well being, then it should be consi dered,
so | think that's conpletely consistent.

DR. SOX: What | would |ike to do because
we don't have a lot of tinmne with Deb is go over the
guestions that you want us to try to answer right
now, and the first one as | read it was the

| nportance of the technical performance of the test,

on the one hand should the focus be there, or should
it be on the effect of treatnent on outcones.

DR ZARI N: | don't think |I asked that,
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because | was assuming that both were inportant. But
when you say technical perfornmance, do you nmean which
particul ar machi ne, which --

DR. MCNEIL: Yeah, | neant for instance,
full ring versus coincidence counting, because |
think the data are going to cone up different and
they may cone up nore different depending on the age
of the system so | think sonewhere we're going to
have to i ncorporate those differences.

DR. ZARIN. | agree. | think it wll be
i nportant to try to extract fromany studies details
about the kind of equipnent that is used because
obvi ously the operating characteristics could be
different, and presumably results different from
di fferent pieces of equipnent.

DR. SOX: Yes, Frank.

DR. PAPATHEOFANI S: Al so on that issue,
are you going to also define other nodalities
according to those criteria as well, in other words,
di fferent MR scanners, different CT scanners? That
coul d be disastrous if you do, so you have to be

careful with that question. It's not full ring
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versus --

DR. MCNEIL: Are they that different?

DR. PAPATHECFANI'S: Well, you know, as
t echnol ogy has i nproved for those MR scanners, sure.

DR. MCNEIL: But if we took a cutoff
point, if the docunent said no articles before
date X

DR. PAPATHEOFANIS: Okay, if we do it that
way.

DR. MCNEIL: | think if we took a date X
whatever it is, the difference between full ring and
coi ncidence counting is likely to be greater than an
MR from 1999 versus an MR from 2000, don't you think?

M5. RICHNER:. Wuld the literature support
different types of equipnent? Do they divide it |ike
t hat ?

DR. ZARIN. | don't really know t he answer
to that.

DR. MCNEIL: You don't think we have a

di fference between coi ncidence and full ring?
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DR. GARBER This is bread and butter for
AHRQ actually. I'mafraid this discussion may be
getting a little nore technical than is necessary.
They have dealt with this kind of issue before and

presumably the contractor will say what he exam ned

and no nore.

DR, TUNIS: | think it is worth pointing
out at |east as far as our having | ooked at the
literature previously with PET in various oncol ogic
applications that the vast majority of data is
usual ly derived using full ring scanners, and so ny
best guess is we will be in the sane situation here
and will, you know, be kind of in sonmewhat the sane
difficult situation of then trying to nake
i nterpolations frominadequate data fromdifferent
syst ens.

But you know, we -- and | agree, you know,
AHRQ as well as the EPC, is sort of well arned to
deal with that issue, although there remains a
somewhat nore policy issue around that of what to do

about the relative paucity of data, for one. The
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nore preval ent type of PET systemin fact will be
where the paucity of data is.

M5. RICHNER: | have one nore question on
the treatnment effects and health outcones. Because
it is so relatively benign, the types of treatnents
that are available, you have three drugs and you have
t he psychosocial inplications for famlies,
et cetera. |'mjust concerned whet her you know,

we're being fair in | ooking at PET versus structural

MRI, versus the others, and how that's going to
affect treatnment ultimately, because the treatnent is
not adequate for any diagnostic intervention. So |I'm
just curious as to how you are going to handl e that

I n your assessnent.

DR. SOX: Deb, | thought one of your
guestions was to what degree should we be | ooking at
conpeti ng technol ogi es.

DR. ZARIN. That's definitely a question
and | was going to refer you back on to the previous

di scussion, which is, there is three approaches | can
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think of. One is, we could | ook at the use of PET
versus no technol ogy other than, let's say the
standard wor kup, which currently includes one
structural i1imaging test, okay?

Anot her approach is to | ook at PET versus
one of the best conpeting alternatives, but within
t hat approach, we could either say we're going to do
a primary review of all the PET data, but for the
ot her approach we're going to depend on ot her
systematic reviews, we're going to basically say, the
literature seens to say that this is how good CAT
scans are, this is how good MRIs are, but we're not
going to personally, or the EPC won't personally

revi ew t hose dat a.

And the third approach is that you want us
to |l ook at those data with the sane | evel of rigor
that we | ook at the PET data, and those have huge
time and resource inplications, so | would |ike your
f eedback on that.

DR. SOX: Al right. Advice on this

score?
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DR. GARBER | think you've answered your
own question, nunber two. You can't avoid the other
tests, so you can't do nunber one. And it would be
difficult to acconplish nunber three.

DR. ZARIN. Not within the tinme frane, no.

DR. SOX: But you clearly have to specify
the quality of the other systematic reviews and give
us confidence that they're good. Al an.

DR. GARBER Well, | don't knowif this is
the right point to inject this into the discussion,
but it's such a critical issue for the analysis, I
wanted to make sure we discuss this before you |eft,
Deb, and that is, what the reference standard is
here. | was getting a little concerned at the turn
t he di scussions was taking earlier, at the idea that
the reference standard m ght be sonething |ike
aut opsy, proven Al zheiner's. M objection isn't

because that's infeasible, though it clearly is; it's

because it's also largely irrelevant as far as | can

tell. Wiat we are interested in and what your nodel
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really gets to are final health outconmes, and you can

| magi ne an imaging nodality that perfectly predicted
t he autopsy finding of Al zheiner's disease, 100
percent sensitivity and 100 percent specificity for
bi opsy or autopsy proven Al zhei ner's di sease, but
wasn't a very good predictor of response to
treatment. An alternative test was inaccurate at
di agnosi ng Al zhei ner' s di sease according to
pat hol ogic criteria but was highly sensitive and
specific at predicting response to the avail able
treat nents.

So the question is, which is a better
test, and | think your decision analytic franework
makes it absolutely clear, if you care about the
heal th outcones, the latter test is the better one.
So | think that your direction to your contractor,
there may be reasons you want to | ook at the autopsy
literature and whatever literature there is on
bi opsi es, but the heart of your nodel truly is which

I magi ng nodal ity or which diagnostic nodality,

including the timng of that nodality, is nost |ikely

to i nprove health outcones. And so, the whole
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accuracy nodeling sub -- the whole accuracy conponent

of the nodel really has to be oriented around
response to treatnent, and al so prognosis to the
extent you can nodel that.

DR. SOX: Wwll, Alan, so how do you under
t hose circunstances, how do you advise themto
actually nmeasure conditional probabilities of
positive tests given, how do you define di sease? How
do you find disease when it's really, a probability
positive test given response to treatnent, the
probability of the test --

DR. GARBER Well, the positive predictive
val ue here is going to be the probability of a
positive response to treatnent, given a positive test
rule, right? And so that's going to be dependent
upon the popul ati on screening. Hence, ny question
earlier to Dr. Al bert about how you define this
prom si ng popul ation. And then the next elenment wll
be, given the test result, how do people do, or given

treatnent, how do people do and how does that vary



20 with the test result?

21 And one of the difficulties here

22 undoubtedly is going to be finding out how i nagi ng
23 defined disease predicts response to treatnent, wll
24 there be any literature on that. And I know that

25 there is sone, and there will probably be varying
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1 definitions of patient popul ations included in these
2 studies. But ultinmately we need to know, so it is
3 going to be -- the conceptual issue | think is very
4 straightforward. The practical issue, | have no idea
5 about because you have to go into the literature to
6 see if it really addresses this question.

7 DR. ZARIN. Can | suggest that since on
8 sone level we're tal king about future treatnent, we
9 know those data won't be there in terns of --
10 DR. GARBER Well, | had a separate
11 comment about future treatnent. Let's stick with
12 current treatnent right now.
13 DR. ZARIN. Ckay. Let nme just say that
14 for sonme of the popul ations, the presynptomatic and

15 the mldly synptonatic, perhaps a reference standard,
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which | did list as course, so the ability to predict
either that you're going to develop denentia, or that
you're going to develop mld denentia, or within
denentia that you' re going to develop a clinical

di agnosi s of Al zhei ner's di sease.

DR. GARBER Wl |, yeah, | can inaging
that what you're trying to do is to estinmate an
absolute risk reduction if you want to call it that,
in future devel opnent of severe di sease, and you may

have a relative risk reduction froma trial of Pacrin

or one of the other treatnents, and you want to apply
it, and then you have sone estimate of di sease course
fromsone ot her source of data, and then you apply
that relative risk reduction to the di sease course,
so yeah, that is one approach that you can inmagine
taking to answer that question.

And then the inmaging mght be the key to
predi cting di sease course.

M5. RICHNER: The problemis the

treatnments for this disease, |like for instance lvis
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or sonething like that, if you use lvis for
I nt ervascul ar, when you're doing a PTCA for instance,
it may nean that you have reduction in restenosis or
what ever, and that's a health outconme. But in this
case, | can't see other than famly intervention that
there is going to be a difference in health outcone,
so I'mvery worried about this. | nean, unless we're
| ooking at the early prognosis, |ooking just at that
popul ation, so that's what |I'm concerned about, Al an.
| nmean, | think in theory this is all wonderful, but
i f the di sease doesn't have good treatnent --

DR. GARBER  W've heard that the
treatment sets the disease back six nonths.

M5. RICHNER: Six nonths, | guess, is that

going to be your health outcone neasure then?

DR. GARBER Right, if that is true, |
think that is highly significant and that woul d be
reflected in the nodel.

M5. RICHNER. Okay. So the six-nonth
| nprovenent in health would be your neasure then.

DR. MCNEIL: It's not inprovenent in



7 health, it's failure to deteriorate, and | can tel
8 you froma personal experience with a relative with

9 this disease, six nonths is a big deal.

10 M5. RICHNER. Oh yes, absolutely.

11 DR. MCNEIL: It is a big deal, so | would
12 take a six-nonth stability course, | would take it
13 any day.

14 M5. RICHNER: Conpared to structural M.
15 DR. MCNEIL: No, no. You were asking

16 about effects of treatnent, the outcone, and | don't
17 care how we get to the diagnosis. | was answering

18 the question, would six nonths of stability in a

19 patient with Al zheinmer's di sease be good, and | can
20 tell you it is certainly good for the famly and it
21 is certainly good for the patient, because it reduces
22 nursing honme adm ssions in a fairly substantial way.

23 So while it's not two years, six nonths is a

24 nontrivial increnent in this disease, | think.
25 DR. HOLOHAN. We routinely provide care in
00100

1 advanced cancer that doesn't give six nonths. That's
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far nore expensive and nuch nore risk invol ved.

DR. ZARIN. | think the issue is
(inaudible) in terns of the nodeling and to see how
it would play out, is that treating everyone. In
ot her words, the current treatnents have a very good
safety record.

DR. GARBER So that would be inportant to
know. | think that you need to clarify those issues
for us. That would be very inportant information.
It's like if we ever find out that folic acid happens
to prevent coronary di sease, we probably aren't going
to end up doing fancy tests to find out what people's
folic levels are, or even a sinple test, so that
woul d be inportant to know.

DR. FRANCIS: | wanted to ask you about, |
think it would be really neat if | were going to be
on the panel, to have a little chart about all the
possi bl e benefits of treatnent and the side effects,
because at least as | as a nonphysician read the
various materials that I was given, it seened that
there were, the drugs for which the six nonths was

bei ng associ ated, were drugs that are not as benign,
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that there were at | east sonme fairly significant

dropout rates of patients using those drugs. And the

ones for which we didn't have as nuch evi dence yet,
or was a trial period, like vitamn E, that's an open
trial as | understand it right now, that's the benign
stuff. So it would be nice to have a little chart.
And | al so woul d encourage you all, though
| know it makes the job harder, when you got to the
| egal social kinds of things, if there is any data
about not just whether there is a drug sonebody can
take that would slow it down, but about whether there
are other hel pful quality of life features for people
about having a diagnosis, or whether there are
probl ens about having a diagnosis if the diagnosis is
| naccurate, just a neat little chart to do all that,
to just show where there is data and where there's
not data, because one of the things the panel can
also do is to try to encourage nore data.
And | know that's a ness, because it's

just a huge set of questions, but | guess the way |'d
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try tolimt that would be to | ook at a defined

popul ation, like say folks with mld cognitive
di sorders.

DR. PAPATHEOFANI S: Hal ?

DR. SOX: Before you go on, Frank, | want
to make sure, Deb, are there other questions, are we

hel ping here and are we getting the things that were

nost inportant to you, or were there sone others you
want to raise?

DR. ZARIN. You are helping. Let ne just
ask, were you suggesting that perhaps we limt the
whol e anal ysis to one patient group?

DR. FRANCIS: Not necessarily, but if you
have to choose, | would choose it that way and try to
have a chart about nore of the possibilities, rather
than limting the outcone that you're looking at to
t he question of, do we in all across the whole
patient popul ation, do we see outcone differences,
because we probably aren't, there probably isn't
going to be data that's going to be that hel pful to

| ook at.



15 DR. SOX: Are we getting what you want, or
16 are there sone issues that you raised on your | ast

17 slide that we haven't discussed?

18 DR. ZARIN. No. | think the last issue
19 that would be helpful to nme is to hear, | think Al an,
20 | don't know who said it, not to consider new drugs

21 or not during that question, what people felt about
22 either nodeling or possible effects of beneficial and
23 negative new treatnents, or the role that you would
24 like sensitivity analysis to play in the nodel, or
25 strictly data curving.
00103

1 DR. GARBER Well, | think you should do
2 what you always do, which is to have an extensive

3 sensitivity analysis. | have seen a nunber of

4 studies that you had where they tried to specul ate

5 about new treatnments and | have never found that to
6 be useful unless there is sone conpletely unexpected
7 finding, and I'msure that you will find that if you
8 have a new treatnent that's highly effective in

9 Alzheiner's disease and highly risky at the sane



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

00104

time, then any test that inproves accuracy of
di scrim nati on between people with the di sease would
be a good thing, but | don't think your contractor
has taught anybody anythi ng by goi ng through that
exerci se.

| f you have prelimnary data that's
reasonably solid on a new treatnent versus witing
this, then | think would be interesting to put in,
but a specul ative exercise about future treatnents is
likely to be conpletely uninformative, especially
because you don't usually have any advance notion of
how severe side effects wll be.

DR. SOX: You raise an interesting point
Alan, in the strategy of doing this study. Should
you study the results of treatnent and characterize

side effect profile magnitude and inpact, costs, and

deci de whet her these treatnents require a | ot of
di agnostic accuracy, because it's inportant to

di sti ngui sh bet ween whether or not to use them or
shoul d you -- and therefore spend a lot of tine

wor ki ng on the accuracy of the tests -- or should you
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start wth studying the accuracy of the tests very
carefully and then work forward to the performance of
t he treatnents.

If the treatnents aren't any good or if
they are very benign and not any good, then a | ot of
attention to characterizing precisely the performance
of the tests in effect isn't very inportant,
according to our nodel.

DR, ZARIN. Well, it mght be inportant in
terms of the prognosis and then the psychosoci al
effect. In other words, the potential harmfromthe
test would be greatly influenced by the | evel of
accuracy.

DR. SOX: One possible approach woul d be
to evaluate the treatnents, start your nodel, plug
some nunbers in for test perfornance.

DR. ZARIN. How good the accuracy would
need to be to make this.

DR. SOX: Exactly. And then sort of, that

woul d informthe degree to which you really want to
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split hairs on diagnostic test perfornance.

DR. ZARIN. | actually agree with that
approach, because | think that for exanple, we could
| ook at the range of reported sensitivities and
specificities and see whet her, you know, being nore
preci se about pinning down the exact nunbers woul d
actually end up mattering. And that also deals with
t he i ssue of which nmachine, and then you can say if
t he machi ne changed it this nmuch, it m ght nake a
difference, but if it's wthin this general range,
our concl usi ons woul d be about the sane.

DR. SOX: O her comments on that strategy?
Al an?

DR. GARBER Well, this is a rel ated
issue, | don't knowif it falls exactly on the topic,
but as part of this exercise course, you d have to
figure out the effects of the treatnents of the
al ternatives diagnoses, and | think this falls into
your option one, two and three canp, where option
three would be a primary literature revi ew saying
sonmething like the effects of treating multi-infarct

dementia. But | think your analysis will really only
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be useful if you, will only be fully useful if you
can say a little bit about correctly diagnosing

soneone with nmulti-infarct denmentia rather than

Al zhei mer' s di sease.

And again, | think using the sane
princi ple you enunci ated before, you can probably use
summary estimates fromthe literature. Hal's
guestion and mne, Hal's probably thinking the sane
thing as ne. The last tine | reviewed that, there
was no direct evidence that treatnent of
mul ti-infarct denentia made a difference, but that
may have changed. But in any case, you have to at
| east put in sone nunber there to show what woul d
happen if you inproved the diagnosis of that disorder
t 0o.

DR. ZARIN. It's also, | gathered fromny
cursory review, a little nore conplicated in that
many people seemto have both Al zheiner's di sease and
mul ti-infarct denenti a.

DR GARBER: That's one of the reasons it
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doesn't seemto nmake a difference.

DR. ZARIN. Right. And when you decide
t hey have enough infarcts to cause the denentia as
opposed to just sort of background infarcts, so it
gets very conpl ex.

DR. SOX: | would |ike sone comrent on the
guestion of the diagnostic problemto focus on. W

heard earlier fromDr. Al bert that she thought that

t he noney so to speak, was in the presynptonatic and
the very early cognitive inpairnent group of
patients, and | would |like the panel's opinion about
t hat as guidance to Deb and the EPC. Any thoughts
about that, where to focus the effort? Bob.

DR. MJURRAY: | think that you have to take
what ever data is available, but clearly the early
preclinical studies, the studies of preclinical
patients is where the noney is, and it's al so where
the noney is going to be. If it's classified as a
screening test, you know, then it's a different
coverage issue. However, presunably every patient

bei ng seen and being tested woul d have sone | evel of
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MCl that would justify the treatnent.

But goi ng back to answer your question, |
think while the data is probably going to be sparse,
that is whatever data is avail able should certainly
be i ncl uded.

DR. ZARIN. That population | think is
where there will be the biggest m snmatch between
treatnent data and di agnostic data, so there m ght be
sone di agnostic data, but there's sone clinical
trials going on. |'mnot sure how nuch data we w ||
find about treating people who are asynptomatic, you

know, the high risk people who are in those trials

now, and that's where we m ght have to nodel that.
DR. FRANCIS: That's al so where |I' m nost
worri ed about the psychosocial stuff. So whatever
there is out there, you have to | ook at.
DR, TUNIS: One thing on the table is that
| think we can't frane the coverage question as
conpletely asynptomatic patients or patients with a

genetic predisposition because it's not a covered
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benefit under Medicare at all, so we couldn't
actually approve it for coverage as a screening test
I n asynptomatic or predisposed patients. The only
popul ation, the next population | would guess woul d
be mld cognitive inpairnent or sone degree of early
suggesti ve synptonol ogy, but | think the others are
of f the table.

DR. SOX: So perhaps the person who is
worri ed about forgetful ness, that would be --

DR TUNIS: W would have to have sone
definable entity as mld cognitive inpairnent.

DR. SOX: Well, have we run dry on
comments and advice?

DR, ZARIN. | feel like I'd better get
going on this.

DR. SOX: You'd better get those folks

started the afternoon.

DR. ZARIN. This was very helpful to ne,
so | hope you all will renmenber this discussion when
we cone back to you with the assessnent.

DR. SOX: | think it would be really
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hel pful to us Deb, when you get honme and wite this
up for the EPC, to copy us, so as the panel then sees
t he product, they will be able to know what we
focused on, what our concerns were, and focus their
attention accordingly.

DR. ZARIN. And | would like to put in a
plug, this actually was very helpful and | think that
when we are addressing conpl ex questions, as
di agnostic tests tend to be, and certainly others as
well, if we could have the opportunity to get the
t hi nki ng of the Executive Conm ttee prospectively,

t hat woul d hel p us.

DR SOX: Geat.

DR. MCNEIL: Just to add to that plug, |
personal ly benefitted enornously fromDr. Albert's
presentation, so to the extent that for future
activities of this sort, sonebody |ike her provide an
overvi ew m ght al so be useful.

DR. SOX: Wwell, we'll thank you very nuch
and excuse you.

DR. ZARIN. Thanks for changing the tine
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of the agenda.

DR. SOX: Geat, wonderful. We will take
a break at this point, then cone back and offer
opportunity for public coment on this discussion and
then see if there is any wap-up di scussion.

(Recess from 10:55 to 11:18 a.m)

DR. SOX: Let's resunme. The next item on
t he agenda, or the schedule, is an opportunity for
comrent from anybody in the audi ence about the
di scussion that we just had about fram ng the PET
scan analysis for denentia. So, is there anybody in
t he audi ence who woul d like to step forward? There
being none, I will then ask whet her anybody on the
panel would |ike to make any further comments,
concl usi ons, regarding the discussion that we had
before the break. Tonf

DR. HOLOHAN: Just as a matter of
i nformation, the VA owns nore PET scanners than any
ot her systemin the world, and our current guidelines
for the evaluation, diagnosis and treatnent of

Al zhei ner' s di sease specifically do not recommend the
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use of PET scanning. The guidelines state that the
utility of PET scanning is as yet undeterm ned.
DR. SOX: Leslie?

DR. FRANCIS: 1'd just like to nmake a

comrent about the prior public comment period, which

was how hel pful | thought Dr. Al bert was. And it was
really through the efforts of the Al zheiner's

Associ ation that she was brought here, and | thought

t hat was very nice.

DR SOX: Ron.

DR. DAVIS: Just following up on Tom s
comrent, | thought you m ght el aborate on the basis
for that opinion fromthe VA

DR, HOLOHAN: It basically stens from the
VA has a series of very active clinical guideline
projects, probably extending at |east back until, at
the time Ken Kaiser had arrived as Undersecretary for
Heal t h, and gui deli nes have been devel oped, sone
jointly wwth the Departnent of Defense, but nost

internal to VA in many areas, and | won't go through
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the list, it's extensive and covers nental health, it
covers treatnent, evaluation and treatnent of

| schem ¢ heart disease. Usually they are done in
conjunction wth other professional organizations,
and the geriatrics strategic health group or
geriatrics clinical programin VA conm ssioned the
devel opnent of a set of guidelines and | think the
Uni versity Hospital Consortiumwas a contributor, and

it was done basically using nmechani sm of review of

published articles, expert clinical opinion, whatever
| nputs nost gui deline processes have or don't have,
and the conclusion was that PET scanni ng was not of
denonstrated utility in the diagnosis of Al zheiner's
di sease at the present tine.

DR. DAVIS: Was that recently, and have
the results of that review been nmade available to
HCFA and the AHRQ so they can use it in their study?

DR. HOLOHAN. W can do that. That was
done in 1996, but they update every two years and the
recomrendat i ons have not changed.

| should also note that at the 2001



13

14

15

16

17

18

19

20

21

22

23

24

25

00113

neeting of the American Geriatric Society, there were
53 presentations on Al zhei ner's di sease, none that
related to the use of PET scanning for diagnosis.

DR. SOX: Wwell, before we go on, | would
just like to find out whether anybody on the panel
has serious concerns about the direction that the
anal ysis of the PET scanning and Al zheinmer's is
taking. Are we all kind of on the sane page in
feeling that the approach that AHRQ i s tasking the
EPCs to performis on the right track? Speak now or
forever hold your piece. Ckay, good.

M5. RICHNER: | have a process question,

|"msorry, but we've witten operations and | want to

know if we can neet the timngs associated with the
Novenber MCAC panel discussion of this. | know Sean,
at one point you said that perhaps we should extend
this, but if we |look at what we've witten in terns
of what has to happen next, | wonder, are we going to
apply this to what we've asked themto do with the

reviewers. W have that the panel chair assigns two



8 panel nenbers, the Executive Conmmttee assigns two

9 primary reviewers, we have the Executive Commttee
10 choosing a small nunber of expert reviewers, we have
11 the reviewers submit a witten report to the panel

12 executive, we've got all these different steps. Are
13 all those going to happen before the Novenber MCAC
14 panel review?

15 And if we find this too cunbersone, which
16 | think it is, should we rethink all of this? It

17 seens to ne that if we're going to do this, we're

18 doing part of it, you have asked the panel to help
19 vyou formthe questions, which we've done, so now what
20 else are we going to do in this |ist of operations
21 quidelines?

22 DR. TUNIS: To just separate the question
23 into tw parts, | think we, it did seemto ne the way

24 we ultimately ended up potentially scoping the EPC

25 report, wll hopefully be doable in this sort of four
00114
1 nonths that's available. I'msure | will hear back

2 from Deborah and others if they took a different

3 nmnessage away fromthis discussion.
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As far as the -- so, in that tinme franme of
ai mng towards a Novenber panel neeting, | think
we're still on for that. | guess in terns of the
other list of procedures that are, that's part of the
EC operati ng docunent, | guess | would sort of hand
that over to you Hal in ternms of whether we want to
go through sone of those things now or do it outside
of the context of a neeting, or however you want to
do it. W certainly shouldn't just ignore it.

M5. RICHNER: One of the issues is what
Dr. Hol ohan just brought up, there is VA information
that's avail able, and according to this, there would
be an opportunity for that to be part of their
evi dence report, and so that seens to ne that's very
i nportant then. And there is also other
opportunities that we've witten in here about
suppl yi ng ot her evidence, other public coment,
getting content experts as part of devel oping the
evi dence report, so you know, we should give this
every bit of weight that we have put into our

gui del i nes.
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DR. SOX: Well, the guidelines that we

wrote and approved several tines represent our best
t hi nki ng about how to proceed, and we really won't
have an evi dence base for nodifying them or
di scarding parts of themuntil we do them so |
personal ly believe that we should carry it out
according to the way that we said we were going to do
it, and then debrief ourselves about what nmade a
difference and what didn't. But right now, what's in
the interimaguidelines represents the consensus of
this group about the right way to go, and you were a
maj or contributor to that.

M5. RICHNER. Right. So working back from
Novenber, you know, we have a |lot to do here in terns
of appointing conmttee nenbers and reviewers and all
t hat kind of stuff.

DR. SOX: Al an.

DR. GARBER Well, Randel, | wasn't sure
whet her your point was that what's been proposed is
t oo cunbersonme and will take too nuch tine, or that

you're afraid we're going to slip and not do the
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reviews and everything else that was called for in

t he gui del i nes, but whichever was the point you
intended, 1'd just |like to nake the observation that
sonetinmes we wll be dealing with technol ogi es where

it's truly a life or death issue or sonmething that's

really inmportant |ike, you can imagi ne, we m ght hear
about a treatnent for Al zheiner's disease that really
wor ked well, was incredibly effective but also very
toxic, and it will be inportant for HCFA to assess
t he evi dence and nake the coverage decision rapidly.
And in other cases, the magnitude of
benefits, potential benefit we're tal king about w ||
be much nore nodest, and now we're presented with a
t echnol ogy which is very conplex in the sense that
it's not that easy to figure out how big of inpact it
has on health outconmes, and woul d require substanti al
effort. And where frankly, the initial evidence
seens to suggest its benefits wll be nodest, because
it's not atreatnent, it's a diagnostic test and a

| ot of people get treated anyway, and | woul d argue
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t hat HCFA shoul d have sone flexibility about tim ng.
In a case like this, | think it's nore
| nportant to get the answer right, to do a proper
study and to get all the relevant information even if
It nmeans sone slippage in the schedule. 1In the case
where we have sonething that's dramatically effective
or potentially dramatically effective, then we really
need to adhere to a rapid schedul e and get things
done qui ckly.

So, basically, | agree with Hal. | think

it's inportant to follow the guidelines in terns of
being very conplete in this process, and let's see
how long it takes. This will be a very good test
case.

M5. RICHNER:  Fi ne.

DR. SOX: So in that respect, the possible
action that we mght be taking nowis to schedul e an
alternative date for the panel, say six weeks or two
nmonths fromthe current schedule as a fall back, in
case we do run into trouble. Ron, did you have

sonet hi ng?
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DR. DAVIS: | think Bob was first.

DR. SOX: Bob, please.

DR. MJURRAY: Just a comment in support of
Randel ' s observation. These guidelines were witten
as | recall, or they were at least initiated after
the first two panels had net and the panels had been

presented with, fromny recollection, a rather

di sorgani zed packet of information that each panel
menber was expected to synthesize into a coherent

| ogi cal analysis, and the step by step process was an

attenpt to deal with that so that the whole process

woul d becone nore efficient. So, | would support
Randel, that | think it's always subject to review,
and just as we have updated these recomendati ons

fromtinme to tinme, | think that since we have seen a
very thorough AHRQ or EPC analysis with each of the
susequent issues, | think that will change, you know,
how rigidly we feel we have to adhere to the process
that we set in place initially.

DR. SOX: Thank you. Ron?
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DR. DAVIS: | agree too with the thrust of
Randel 's comment, and to be a little nore concrete
about it, the interimguidelines, |I don't know how
long we're going to call theminterim but they state
t hat, as Randel was touching upon, that the panel
chair shall assign at |east two panel nenbers to work
closely with the authors of the evidence reports, and
|"'mnot aware that this has happened yet. | know in
t he evidence reports that | have seen either on the
EC or in our own panel, I amnot aware that there has
been an opportunity for panel nenbers to work with
t he authors of those evidence reports, so it's
possible this is the first opportunity that we have
to get panel nenbers involved on the ground floor in
t he preparation of this evidence report.

And Frank, are you the chair of the
di agnostic imaging panel? So | think the point is,
pi cking up from Randel's comment, is that nowis the

time and maybe Frank has al ready thought about this,

where two nmenbers of the panel should be assigned to

wor k i mredi ately with whoever is doing this work on
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this evidence report, and that could begin I guess as
soon as tonorrow or next week.

DR. SOX: And | guess, just to put a
little nore pressure on you, Frank, | think the
commttee is basically saying let's do it the way we
said we were going to do it, and I guess | hold you
and Barbara and Sean, and the executive secretary of
the panel, to do it.

DR. PAPATHECFANI S: Right.

M5. RICHNER: Exactly, that's the point,
to see if this works. | nmean, when | tried the |ast
time in February to outline the process, | didn't see
how it could possibly work, so this is a good idea to
try it, and see if we should nodify it. | nean, we
really should think about if this is indeed | ogical
or sensible to have all of these review upon review,
and this kind of thing.

| mean, even though it's not life
t hr eat eni ng, even though we know that there's going
to be a robust body of evidence, et cetera,

et cetera, let's work with sonething that's
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reasonable so that we don't continually get the

reputation of being obstructive and taking too |ong.

DR. SOX: Barb?

DR. MCNEI L: Well Hal, maybe | coul d ask
Frank this, or Sean. The PET for breast is neeting
on Tuesday, and the question would be, there is an
evi dence report and we are going to discuss it, and
what would we want to do next with regard to the
process that Randel is talking about. | don't
bel i eve we assigned two panel nenbers to reviewit.
On the other hand, I'mnot even sure that would have
been a hel pful step to be honest, because it was
reviewed by the group that did it, AHRQ or their
subcontractors had outside reviewers reviewit, and
|"m sure that those outside reviewers were nuch nore
tuned in to the clinical details and the technical
details of the project or the technol ogy than on
average, a diverse group |like this would be.

M5. RICHNER:. There's sone really good
conponents of this in terns of getting the kind of

peopl e you need to get information and provide input.
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DR. MCNEIL: The question is how nany
reviews, and | was just raising this one on Tuesday,
and Frank, what do you think?

DR. PAPATHEOFANI S: | think Randel brought
up the point that this is really the first tine that

we're going to actually get a chance to work through

the conplete nechanism Both tines prior to this,
t he PET, which would fall under the purview of the
Di agnostic I magi ng panel have cone up, they've cone
up because other sorts of interest fromthe Agency
and have really been guided by Sean's group. | think
that as you said Hal, now the onus is on us, Barbara
and nyself, to pull this thing together in an
appropriate way, and I think we can give it a good
shot .

DR. MCNEI L: Can | just follow up though?
Do we need to do anything for the technology that's
com ng before us next Tuesday? That's really what |
was aski ng.

DR TUNI'S: Yeah. ' m not aware of
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anything that is in the interimaguidelines that is
now a step that we can take between now and next
Tuesday that we are sort of m ssing.

The other thing to point out, and | think
we tal ked about it in February when these were
presented, the EPCs do have their own very formal and
explicitly defined process for developing a core
techni cal advisory panel, a broader advisory panel
and the whole sort of nandatory extensive outside
review process. And what | don't believe we did

since February was to see in what way the operational

t hi ngs described in your guidelines are either
redundant to or coordinated with the EPC standardi zed
process. So | think after this neeting, we will need
to |l ook at both of those things and to maybe cone
back either with a conference call of this group, or
for our next neeting.

M5. RICHNER: | nean, if HCFA chooses 100
percent of the time to go with AHRQ and usi ng that
nodel, then this, we need to put sonething in here to

reflect that. |If you' re choosing ECRI or other
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t echnol ogy assessnent bodies to do your evidence
reports, then it may need sonething a little nore.

DR. TUNIS: Right.

M5. RICHNER. But | don't how you choose
who' s going to do your evidence reports.

DR TUNIS: At this point we are doing a
hundred percent of our evidence reports now t hrough

the relationship with AHRQ

M5. RICHNER: A hundred percent ongoi ng?

DR TUNIS: Right. W are not doing any
separate contracts with other providers. |In fact,
just since we're on it, what AHRQis actually in the

process of doing is setting up one of the EPCs to be,
| don't know what the title of it is going to be, but

sort of a rapid response TEC assessnent group, who

will be able to do much shorter turnaround TEC
assessnments, on the order of two to three nonths, in
order for internal HCFA use as well as for things
that are going to cone to MCAC, but it will still al

be done through our relationship with AHRQ and their
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rel ati onships with EPCs using kind of standardized
EPC processes.

M5. RRCHNER: | wasn't aware of that so
that's hel pful, thank you.

DR. SOX: | think Al an was next.

DR. GARBER Well, you may know, the
Medi cal Surgical Procedures panel had worked with
previously witten reports that were done under the
EPC arrangenent, or that were done by two evidence
based practice centers, ECRI and Bl ue Cross/ Bl ue
Shield, so there was no opportunity to participate in
t he revi ew because these had been previously
conpleted. But |I think that this point that we need
to, basically the inplication of Randel's and Ron's
coments, | think is that maybe this process is
redundant if they have gone through the full EPC
review, and | think that it will be very helpful to
see what your experience is with this upcom ng one,
where you will have the chance to apply it.

And again, the interimguidelines were

neant to be advisory and there is a certain anount of
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common sense involved here. | was the co-author of
an EPC report that had sonething like |I think 40
reviewers, 30 or 40 reviewers, and they included
peopl e |li ke the people around the table, people in
the clinical area and so on, an yes, to sone extent
it's very likely that two reviewers fromthe panel
are not going to contribute a whole lot that's new.

On the other hand, HCFA may sonetines want
to work with existing evidence reports that are
tweaked in a particular way to address a coverage
guestion that m ght have been a little different from
what the EPC had originally went to | ook at, and
that's a situati on where presumably havi ng anot her
revi ew t hrough the panels would be very val uabl e.

So at this point, | agree with Randel's
suggestion, we need to collect the data and find out
how this works, but at the same tine | think
everybody on the Executive Commttee felt that sone
aspects, particularly the operational aspects, are
going to have to be changed as we get nore

experienced with it, and I hope that everybody views
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t hese as just broad paraneters to work with, that you
may have to bend a little bit. Now this does not

nmean that we bend a ot in sonething |ike whether to

use evidence and the adequacy of evidence criterion.
We're tal king about things like timng, who does the
review, and so on.

M5. RICHNER. One of the key points that |
don't want to give up in these operations is the
public input in here, and al so making sure that there
I's the opportunity for industry or clinicians or
what ever, that have data that may or may not be
publ i shed, that was one of the discussions we had in
February, that could be included within the
accunul ati on of evidence for the report, and so that
step to ne is very critical that we remain, keep that
pure.

DR. SOX. M viewis that what we have
witten down is the default and if you want to depart
fromthat, you need to have a good reason and if you
think it's appropriate to discuss it with Sean or

nyself, just to kind of reassure yourself that you're
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DR PAPATHEOFANI'S: Just to reassure
Randel, as far as the breast cancer PET topic that we
will be review ng next week, | think it's fair to say
t hat what ever questions we had, the Agency was very
responsive in addressing it on short term and there

was nore than anple opportunity for public and

I ndustry to provide coments, so even if the letter
of the guidelines wasn't followed, in a practical
sense, there were opportunities.

DR. TUNIS: Just to point out that sonme of
the reviewers for that particular evidence report, we
asked Sam Ganbhir to be one of the reviewers, who was
one of the requesters of the original PET coverage
docunent at UCLA, and we also gave it to Ell en Feigal
and the folks at NCI to find a reviewer, of the
actual EPC docunent, so | do think we're very
guar ant eed when we go through the EPC process, you
know, of conprehensive review. And nmaybe it woul d

help at the next EC neeting if we actually had



14

15

16

17

18

19

20

21

22

23

24

25

00127

sonmebody cl osely associated with the EPC, either Deb

Zarin or the person who actually runs it to actually

wal k you all through exactly what the process is, and
you can see if there is any steps left that you still
think this commttee would have |ike to have as part

of their deliberations.

For exanple, | don't believe standard EPC
reviewers typically have industry reviewers, in part
because if you have an industry reviewer, it's very
hard to make sure that you have every potentially
affected industry reviewer, and so | think they have

taken the position not to have any industry

reviewers, but that may be sonething that you would
want to nodify for this process.

DR. SOX: Barbara?

DR. MCNEI L: | like that idea, Sean.
Just fromthe phone call we had with sonme of the
menbers, or all of the nmenbers of the Diagnostic
| magi ng panel this week, there was sone, | think
confusion is the right wrd, about what the criteria

were for evaluating evidence fromthe original
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articles by individuals who were on the panel, but
probably weren't as famliar wth the EPC approaches
to things. | certainly felt very confortable with
what the contractor had done, and had set up the

t abl es absolutely beautifully, and | think Frank did
as well, but I'mnot sure that everybody on the panel
was totally tuned to their nodus operandi, so this is
to say, maybe if we had them cone to the Executive
Commttee, we mght want themalso to say a few words
at each of the commttee neetings, so that everybody
IS on the sane page.

DR TUNIS: In fact, the EPC has
comm ssi oned a separate subgroup just to |look at the
| ssue of how evidence is rated, and so they could
tal k about -- that's a standardi zed net hodol ogy

across all the EPCs and they could certainly describe

t hat .
DR. PAPATHEOFANI S: That woul d be very
useful .

DR. SOX: Ron?
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DR DAVIS: | wanted to return to this
guestion of two panel nenbers being assigned to work
with the authors of the evidence reports. Barbara
and Alan in their coments inplied that the purpose
of assigning these two panel nenbers to work with the
aut hors of the error was so that they could provide
addi tional technical input, but that's not what |
recall the main purpose being when we drafted this
thing. | thought it was mainly to insure that at
| east two nenbers of the panel would really be in
tune to the material in that evidence report, akin to
the NIH study groups where each grant proposal gets
assigned, for exanple, two primary revi ewers.

That guarantees that two people on the
study group will really know the ins and outs of that
particular grant proposal. Simlarly, here, we wll
be assured that at |east two panel nenbers wll
really know the guts of the evidence report. So |
see that as the greatest gain fromthis, and if they
coul d provide sone technical input that hel ps the

contractor at the sane tine, then great, that woul d
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DR. SOX: Al an.

DR. GARBER Ron, just as a point of
clarification, | agree with what you said. Actually,
there are two aspects of this. One is the tinme at
which they review it, and ny expectation is that we
al ways woul d have two panel nenbers assigned to take
primary responsibility. The question is, do they
need to get involved at the tine the EPC report is
bei ng prepared, and that's what is kind of an
i nnovation in the process, to get themin that early
i n the devel opnent of the evidence report. And
that's where | thought you would draw nore on
technical and clinical expertise at that part, but ny
expectation, and Hal, correct nme if I"'mwong, is
t hat we woul d al ways have two panel nenbers take
primary responsibility at the panel neeting for being
intimately famliar wth the report.

DR. SOX: Yeah. Actually, the innovation
of having two panel nenbers get involved was actually

stolen right out of the play book of the U S
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Preventive Services task force, where it has been
extrenely val uable to have task force nenbers,
usual ly two, involved with the EPC nenbers in fram ng

t he questions, making sure the thing is clinically

rel evant and representing the, actually representing
the EPC at panel discussions. It's a way of really
us taking nore responsibility, rather than just
sinply turning it over to sonebody and then hoping it
conmes back in some kind of condition. It maxim zes
our chances that we wll be able to do our best for
t he public.

DR. DAVIS: And | think there is a huge
di fference between that process and sinply getting an
evi dence report at the end of the process. | nean,
just reading a report at the end as opposed to being
i nvolved in its developnent, | just think that's a
very positive innovation and a big difference.

DR. SOX: This stuff is our
responsibility, not HCFA s responsibility.

DR. TUNIS: Just to be sure | understand,

would it be then, the chair and the vice chair of the
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respective panel will be the two people who will be
assigned to work with the EPC on the evidence report.
DR. SOX: | think they could assign
t henmsel ves or they could assign sonebody el se.
DR. TUNIS: Fromtheir panel?
DR. SOX: Fromtheir panel.
DR. PAPATHEOFANIS: And | think froma

practical sense, from our conversation with our

panel, there may have to be sone translation of
| ssues to the nethodol ogi sts that make up t he EPCs,
because | sense from our panel that naybe their
clinical know edge woul d be useful, but their
met hodol ogi cal understandi ng nmay not be up to par, so
that may be just a practical issue, so it's either
the chair and co-chair, or soneone who is able to
transl ate the nethodol ogy of the EPCs to sonebody
clinical.

DR. SOX: | think sonebody has to take
responsibility for making sure that you start to have

sone tel ephone conference calls involving the tw of
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you and the team and that it happens regularly
because ny opinion is it's a good approach, but
sonmebody has to take the |lead to nmake it happen.

DR. PAPATHEOFANIS: W will try to take
this for our next neeting and run with, and | et you
know how it turns out. But up to now, even regular
conversations with the full panel on the line has
been pretty rare.

DR. SOX: Well, we're getting pretty cl ose
to calling a break for lunch, but if there are any
ot her comrents on processes, they have been really
quite valuable and I don't want to cut them off.

DR. FRANCIS: | guess | wanted to say just

briefly that one of the reasons why | like the
interimguidelines is that | do they allow a | ot of
opportunity to get the question framed in a way that
we really want to get responses fromthe public
broadly, and so truncating it seens to be a bad idea,
if that's what the drift of Randel's comments were.
And | was going to say sonething earlier,

and | was delighted to hear fromthe two of you and
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from Sean that there has been a | ot opportunity for
fol ks who m ght be interested in commenting to have a
good sense of what those questions are, or at | east
we perceive right now that's the way you guys
proceeded, so that it would be useful, | think as the
neeting happens, to try to keep your blinders up to
see whether that's actually happened, because it
seens to nme that we think now that there has been
good groundwork |aid, and | hope, you know, | hope
that transpires, and so it would be nice to keep your
ears to the ground, and see if that's really what
happens.

DR. SOX: Wwell, we'll take up our task at
one o' cl ock.

(Luncheon recess from11:53 a.m to 1:27

DR. SOX: The next itemon the agenda is a

di scussi on of anbul atory bl ood pressure nonitoring.

The Medi cal Devices and Prosthetics Panel, which |

chair, net to discuss this topic and nade a
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recomrendation that's now up for consideration by the
Executive Conmtt ee.

So what I"'mgoing to do is present briefly
our findings and our rationale, and then we'll have
comm ttee discussion, an opportunity for nenbers of
the public to comment, nore discussions, and then we
wi |l take our votes.

Now, first a process note. For this
di scussion, the commttee borrowed another play out
of the play book of the United States Preventive
Services task force and used what the task force
calls an analytic framework, which is basically a way
of dissecting out the problemof trying to understand
t he i npact of the technol ogy on health care outcones,
and then to | ook at the evidence for each one of the
sort of nodes in the analysis. And if everything
| ines up nicely, then you' ve got strong evidence for
a favorable effect on health care outcones.

As a procedural note, | found that not
only was this approach very valuable for steering the
di scussion, but it was also very helpful in draw ng

up ny official chair's report of the discussion, and
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| think it, in ny opinion, it leads to a pretty good
way to track what the commttee's thinking was and
how wel | it used the evidence in trying to cone to a
concl usi on.

And so what we're going to do is to wal k
t hrough ny report follow ng the nodes of the anal ysis
that we did. Now we focused alnost all of our tine
on the issue of using anbul atory bl ood pressure
nonitoring to try to identify peopl e whose bl ood
pressure was abnornmal in the office but normal at
home. And the question for these patients is
whether, if you can identify people whose bl ood
pressure is nornmal nost of the tine, whether perhaps
they require no treatnment or |ess treatnent.

So, we parsed the problemthe foll ow ng
way. Suspected white coat hypertension, which you
m ght suspect on the basis of high blood pressures in
the office but then the patient reports that when
t hey take bl ood pressure in their home environnent

that it's normal. Then perform ng APBM And then
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there are basically two sort of ways you coul d go.
The first would be to ask, is doing

anbul atory bl ood pressure nonitoring, does it affect

health care outconmes? And in order to draw a

concl usi on about this sort of direct |ine between

doi ng the procedure and health care outcones, you
woul d do sone sort of controlled trial in which sone
patients got the procedure, others did not, and then
you nmeasure health care outcones downstream There
have been no studies which in fact tried to test
whet her APBM r educes the frequency of stroke,
coronary artery di sease and other conplications of
hypert ensi on.

So instead, we followed this inner |ine of
reasoni ng and first said, does APBMin fact identify
peopl e who have high bl ood pressure in the office but
normal bl ood pressure at hone? And that |eads to key
guestion nunber one. Then, given that you can
i dentify patients who have a normal bl ood pressure at
home but not in the office, do physicians actually

change the managenent of these patients, and if they
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change the managenent of these patients, what is the
effect on internedi ate health care consequences of
hypertensi on such as |eft ventricular hypertension or
t he devel opnent of atherosclerotic plaque in the

| arge vessels. And finally, if such effects do
occur, what are the health care outcones under these
circunstances, so is there |link between these

i nternmedi ate outcones and nore distal health care

outcone. So that's how we parsed the problem

| organi zed ny report basically to touch
on each of these key questions. The first question,
we basically took as a given, relying upon the
responsibility of the Food and Drug Admi nistration to
find out whether a technology in fact does what it's
supposed to do. So we took that truth as a
statenent, as a given.

The second question is, do physicians
wi t hhold treatnent from patients who are found to
have normal bl ood pressures at hone, or who neet the

definition of white coat hypertension?
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And perhaps | could take a nonent to
comment that the definition of white coat
hypertension varies a great deal from study to study.
Sonme studies, a person with white coat hypertension
woul d have a bl ood pressure of greater than 90 in the
of fice and a bl ood pressure of 85 or |ower diastolic
at hone, whereas in other studies the definition of
whi te coat hypertension would be a diastolic blood
pressure of | ess than 80 at hone. So there was a
consi derabl e heterogeneity in the definition of white
coat hypertension.

Vel l, there's not nuch information about
what physicians do when they find out that sonebody

has white coat hypertension. There was one UK study

i n which 80 percent of patients who had white coat
hypertension in fact had no change in their
treatnent, and as far as | know, that's the only
source of information we have on that score. |If
physi ci ans ignored the findings of APBM that woul d
clearly undercut the value of the procedure.

The next key question is, do people who
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have untreated white coat hypertension have

i nternedi ate health outcones that are the sane as
people with nornmal office bl ood pressure? And what
we found in |ooking at probably 15 different
cross-sectional studies which sinply | ooked at people
who either had sustai ned hypertension or people with
whi te coat hypertension, and | ooked at the frequency
of thickened |eft ventricle, carotid artery plaque
and the |ike, and what we found was that nost of the
studi es showed that patients with white coat
hypertensi on had these internedi ate neasure of health
care outcone that were sonewhere between peopl e who
had normal bl ood pressure all the tine and peopl e who
had hi gh bl ood pressure all the tinme, and the

preval ence of these internedi ate outcones vari ed

bet ween studies, in general correlating with how high
they set the definition of white coat hypertension.

So a study that defined white coat hypertension as a

di astolic of 85 or |ess at hone woul d have a hi gher

preval ence of increased LV nass than a study that
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defined it as 80 mllineters of nercury or |ess.
But, sort of getting back and | ooki ng at
it at the 30,000 foot level, it was pretty clear that
the majority of studies showed that patients with
whi te coat hypertension have a greater preval ence of
t hese internedi ate outcones, in other words, white
coat hypertension is not necessarily a benign
condition, and there needs to be concern about what
you should do with these people and what | evel of
di astolic blood pressure it would be appropriate to
reduce or even stop anti hypertensive nedication.
Now, the key question nunber four, the
patient with untreated white coat hypertensi on and
i nternedi ate health care outcones have final health
care outcones that are the sane as patients with
normal office blood pressure. And there we really
only had one study to rely on which was a cohort
study in which they found that the stroke incidence
in patients with white coat hypertension was simlar
to that of nornotensive people, and nuch | ower than
patients with hypertensi on at home on anbul at ory

bl ood pressure nonitoring. So, stroke rates nore
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simlar to nornotensive people than to people with

sust ai ned hypertension.

The problemwi th this study was that it
wasn't clear to what degree the patients with white
coat hypertension were on treatnent, sonme were on
treatnent, sone weren't, and it was really not
possible fromthe data presented in the study to |ink
t he presence or absence of treatnent or w thdrawal of
treatment to the health care outcones.

Also, it was a short-term study that
| ooked sinply at the anount of nedication the
patients were on, rather than |ong-term outcones. So
it really didn't test the hypothesis that we were
concer ned about.

Now, we had quite an extensive discussion
of these data. It appeared that white coat
hypertension is not a benign condition but it's
sinply not clear how treating patients on the basis
of their anbul atory bl ood pressure at hone, what

effect that has on health care outcones. So the data
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set in sonme senses is seriously mssing key itens of
information that relate the treatnment or the
managenent of patients with white coat hypertension
to health care outcones.

W were aided in our discussion of this

probl em by several national world experts on

anbul at ory bl ood pressure nonitoring, and alt hough

t hey were peopl e who subscri bed to consensus
statenents that advocated anbul atory bl ood pressure
nonitoring and they also, their clinical expertise, |
think made a quite a strong inpression on our
committee.

In the event, we eventually had a notion
on the table, and I'mgoing to read that notion. The
panel believes that the evidence in cross-sectional
studi es indicates that people wth white coat
hypert ensi on have internedi ate harnful health care
out cones as conpared w th nornotensive people. So
again, white coat hypertension is not a benign
condi tion.

Al t hough hi gher quality evidence is
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| acki ng and data on true health care outcones such as
nortality and cardi ovascul ar di sease norbidity are
sparse and of relatively |ow quality, the panel
bel i eves that the use of anbul atory bl ood pressure
nonitoring in diagnosing white coat hypertension can
hel p i ndividual treatnent of patients with white coat
hypertension, which may in turn inprove health care
outcones. Therefore, the panel supports ABPM for the
di agnosi s of white coat hypertension in patients

suspected of this, if guidelines are devel oped for

selecting patients for APBM for nonitoring, and for
deci ding when to treat and when to w thhold bl ood
pressure nedication from patients who prove to have a
| oner bl ood pressure in their honme setting than they
do in the office setting.

And finally, the panel recomrends that
studi es be done to better define white coat
hypertension, and to identify patients with white
coat hypertension who are at relatively | ow risk of

devel opi ng cardi ovascul ar di sease side effects.
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So, we had a discussion of this, we nade
sonme nodi fications, and eventually this panel voted
unani nously to approve this notion, which was Ron
Davis's contribution. If you |ook closely, | think
what happened in this discussion, it's pretty clear
t hat the evidence base | eaves sone of the links in
this logical train of thinking pretty open, that is
to say unproven. The commttee's decision to
ultimately endorse, if you |like, anbul atory bl ood
pressure nonitoring, | think was partly the influence
of the experts who cane both to advocate but also to
hel p us think about the problem And we becane
convinced that if physicians knew how to manage
patients with white coat hypertension and actually

managed them t houghtfully and cautiously, that health

care outcones woul d be inproved and costs m ght be
| ower ed.

However, | think it's fair to say that
t hose two events, that is appropriate managenent of
t hese patients, really remains in the hope category

rather than in the proven category. And so the final
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bottomline as | interpret it was, we becane
convi nced that anbul atory bl ood pressure nonitoring
had the potential, as yet unproven, to inprove health
care outcones in patients with white coat
hypertension if physicians are selective in choosing
patients for nonitoring and cautious about altering
treatnent after diagnosing white coat hypertension.

| think the process that we followed in
comng to this conclusion was in my opinion a good
process. W dissected out the problem we had good
i nformati on about the evidence, we heard froma
nunber of expert clinicians with a | ot of experience
in the field, and ultimately the panel nade its call.

So, with that as a rather |engthy
i ntroduction, the first step in the discussion wl|
be to hear fromthe panel. Wwo would like to start
t he di scussion. Ron.

DR. DAVIS: [|I'mon the panel with Hal, |

amthe vice chair of the panel, so perhaps | w Il add

a few coments to provide a little bit nore
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information. | think Hal did a very nice job in
summari zing the deliberations of our panel. | think
what was nost persuasive, w thout repeating nuch of
what Hal said, was that there is evidence that white
coat hypertension is associated with internedi ate
heal t h outcones, which are internediate in occurrence
bet ween nor not ensi ve peopl e and people with sustained
hypertension, so that was conpelling to our panel.
And | think it was a feeling of the panel that even

t hough those were not what we refer to as true health
outcones, that there is likely to be a relationship
between internedi ate health outcones |ike |eft
ventricul ar hypertrophy and ri sks of nore serious
adverse heal th outcones.

We al so did hear testinony which | think
was conpelling to the panel that APBMis useful in
clinical decision nmaking. And sone of that was
presented to the panel in the public comment period
and subm tted beforehand as well, and | think we went
t hrough a real educational process, | know | did, and
| earned a | ot about this issue, even in sone

conversations with sone of the experts during the
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breaks and the panel deliberations.

The end of the statenent that the panel

approved | think is inportant. It offers a few
caveats, and those caveats were put in there because
of concern that this policy, if put into place by
HCFA, this reconmended policy if put into place by
HCFA could I ead to sone abuse. Certainly we didn't
think it would be appropriate that every patient who
I s hypertensive in the doctor's office be put on
anbul at ory bl ood pressure nonitoring, so in an
extreme case, this could get out of hand. So we
t hought if we added the caveats to the policy
statenment that we were adopting, that that woul d
mtigate agai nst that problem

And those caveats are, as Hal nentioned,
t hat guidelines really should be devel oped for
sel ecting patients for anbul atory bl ood pressure
nonitoring, that's nunber one, and nunber two, that
t here needs to be the devel opnent of guidelines for

managi ng peopl e who are di agnosed with white coat
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Just to give you an exanple, talking with
one of the experts, how do you select patients for
anbul atory bl ood pressure nonitoring? One of the
experts nmentioned to nme for exanple that you could
have sonmebody who gets his appropriate three

| ndependent neasurenents of bl ood pressure in the

of fice and then m ght be recomrended for bl ood
pressure neasurenent outside the office, not

conti nuous anbul atory neasurenent, but through a hone
devi ce or sone ot her device that we see in shopping
malls or the like, and for exanple, there could be a
requi rement that the person have three independent
measurenents outside the office which are nornmal,

whi ch mght then lead to a diagnosis of white coat
hypertension. So that mght be a criterion for

di agnosi ng white coat, for provisionally diagnosing
whi te coat hypertension, which then would be
confirmed by anbul atory bl ood pressure nonitoring.
|"'mnot sure that that's reflected in policy from any

organi zati on but that was how one of the experts
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approaches it in his own office, so that's an exanple
of how such a guideline could be devel oped for

determ ning how to sel ect people for ABPM first
require three i ndependent neasurenents outside the

of fice that show normal bl ood pressure before doing

t he continuous anbul atory nonitoring.

Then on the second caveat, how does one
manage white coat hypertension, one of the experts
told nme that his approach, if | renenber correctly,
went sonething like this. [If there was no sign of

end organ damage, no nephropathy, retinopathy and so

on, then he mght be inclined to nonitor the person's
bl ood pressure, nonitor the person for the

devel opnent of end organ damage and not treat with
medi cation in the interim but then at the first sign
of end organ damage, then begin treatnent. Again,
there m ght not be nmuch data for that approach, it

m ght not be a policy that had been enshrined by any
nmedi cal organi zation, but this is the guideline that

this particular expert follows in his own office.
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So, I think it was the panel's feeling
that we need to at | east devel op consensus gui delines

for howto do these two things so that the whole

process doesn't get out of control.

So that, | think provides a little bit
nore of the thinking of the panel that went behind
t he adoption of this statenent, which | | ook at as
kind of a conprom se statenent that the panel adopted
to bridge between positions that m ght have gone

toward rejecting any sort of use of the nedical
t echnol ogy versus sonet hing that woul d have been nuch
nore perm ssive. Thanks.

DR. SOX: Ckay. So our goal is to have a
di scussi on, hear fromnenbers of the public, nore
di scussion, and then take a vote on whether to

endorse this recommendati on or not. Al an.

DR. GARBER | should preface ny comments
by saying that | was a nenber of the nedical advisory
panel for the technol ogy eval uation center that
reviewed this sanme topic and determ ned, the panel

had voted that it did not have adequate evi dence to
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support its effectiveness. | think that your panel
did areally excellent job of finally drafting this
and | think it's inportant to understand why people
m ght conme out differently on this issue.

And to nmy own mnd, if you look at this
case of white coat hypertension in particular where
t he outcones are internediate, nost of ny coll eagues,
| believe, treat those people as though they are
hypertensi ve, and don't worry about doing the
anbul at ory bl ood pl easure nonitoring, figuring that
the risk is elevated, and |'msure there are other
physi ci ans who choose not the treat, and the crux of
the issue is that we don't really have definitive
data to tell you which approach is right, and if you
confirmthe diagnosis of white coat hypertension by
doi ng the anbul atory bl ood pressure nonitoring, we
just have a very sketchy evidence base on which to
determ ne the optimal treatnent.

| think that was very influential in the

TEC prograni s nedi cal advisory panel's concl usion
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t hat the evidence was not adequate, and | think that
reasonabl e people mght differ, and your panel's
decision to craft the indications as narromy as it
did, although | don't entirely agree with it, | think
was a very well considered response to this issue.
But the bottomline for ne is that, although I may
di sagree with the conclusion fromall that we' ve read
in the mnutes and so on and all that we've heard,
the panel really did follow the procedures that were
prescribed and | don't think the role of the
Executive Conmttee is to second guess the
conclusion. The role of the Executive Commttee is
to deci de whet her the panel followed the procedures
that would |l ead to an evi dence based concl usi on, and
it seens to ne that it very clearly did do that.

DR. SOX: Thank you. | think that's an
| nportant statenent for us to renmenber. |If we depart
fromprocedure in a way that could | ead us to nmake a
wrong conclusion, that is an indication perhaps for
t he Executive Commttee to send it back basically,
but otherwise, | think we put the evidence out there

and we trust our colleagues to do the best with the
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evi dence. Barbara.
DR. MCNEI L: | agree with Alan. | have

one qui ck question actually, maybe to Sean. | think

you did a great job with this and it's clear the data
are lacking. Wuld it every be possible to send a
nessage to the Heart and Lung Institute that as part
of their ongoing funding of the Fram ngham study,
which | think that they are still doing, they
identify patients with white coat hypertensi on, and
then send themon to sone kind of approach simlar to
one of the ones that Ron suggested, and then just
follow then? Because it would be a very small anount
of noney added on to a quite large -- the anount of
noney they would have to pay would be I think quite
smal |, because these patients are already in the
system having been eval uated, and are being foll owed
forever as far as | know, and this m ght be one way
of actually answering the data |imtation that you
have.

DR TUNIS: Well, interesting. Actually,
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one of the points we will talk about briefly later in
terms of the future roles of the Executive Conmttee,
one of the ideas | wanted to put on the table for
your discussion was al nost precisely this, which is
essentially the Executive Conmttee identifying
critical research priorities related to coverage

| ssues that do get discussed here, and it sounds |ike

t hat essentially what you're identifying, and not

only a priority research question, but also a
potential platform of existing research on which that
can be done.

As you know, we don't have any particul ar
| everage to influence fundi ng decisions by NHLBI, but
you're wel cone to recommend themto anyone you see.
But, in ternms of how we actually could go about
turning that into sonething that occurs, other than
to have this body endorse that as a recommendation, |
t hi nk woul d be of sone val ue.

DR. SOX: Any other coments? Tom

DR. HOLOHAN. Was there any evi dence

presented to the panel or the issue ever raised about



14 the relative utility of patient self nonitoring

15 versus APBW?

16 DR. SOX: That's a crucial question. 1In
17 other words, what does APBM offer at the nmargin as
18 conpared with sinply taking your bl ood pressure at
19 hone with a cuff that you buy at the local five and
20 dine store, or | guess 25 cents and dollar store.
21 DR. GARBER  Woul d that be where Wl -Mart
22 steps in?
23 DR. SOX: And | don't recall that we saw
24 any studies that addressed that question, which is
25 such an inportant question, | think I would have

00151

1 renmenbered it if there had been. Frank, do you?

2 DR. DAVIS: | don't renenber that

3 information being presented to us either.

4 DR. HOLOHAN. Followi ng on that sane track
5 in a sense, the key question one said the panel took
6 the truth of this statenent that it does detect

7 patients who have nornal BP at hone as a given,

8 relying upon the FDA PVA process, that these devices
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are accurate. The only information | found in the
package sent to ne from Space Labs said this was a
510. K approval by the FDA, which ordinarily requires
no clinical evidence, all you have to do is
denonstrate it was equivalent to a product that was
on the market before 1976.

The reason | bring this up is the British
Hypertensi on Society and AM | guess, together
recently had a couple of publications, one in Lancet,
t hat | ooked at accuracy standards for hone bl ood
pressure nonitors, which essentially are al so
mar ket ed wi t hout significant clinical evidence, and
found that many of themdidn't neet the British
Hypertensi on Society's accuracy standards. So if
Medi care or HCFA is the going to pay for the use of
APBM woul d there be any requirenents that those

speci fic devices should have paced the AM or British

Hypertensi on Society's specs?
| know the VA is right now, we pay for
honme bl ood pressure nonitoring cuffs for our patients

and we have done a review and found a | ot of the
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devi ces that we have been buying did not pass the
British tests for accuracy. Kind of a |ong

convol uted question, but I think it gets to the issue
of whether the neasurenent in the office and a

nmeasur emrent sonewhere by sonething at hone all ows you
to come to a rational conclusion about the true

exi stence of hypertension.

DR. TUNIS: | think one of the speakers
that's going to conme up here in the public comrent
period represents Space Labs and I think can sort out
the 510.K issue in terns of the clinical data. M
recoll ection of the TEC assessnent report and ot her
i nformation we reviewed internally, was that the FDA
does apply very good technical standards in terns of
accuracy and reproducibility of the nmeasurenent, as
measur ed agai nst the gold standard, but doesn't
require the clinical data in terns of does the use of
t he device nake a difference in terns of patient
outconmes. But | think Gant can speak to that issue
alittle bit nore.

And | don't know if there is anyone in the
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audi ence that recalls, | thought there were sone
studi es that | ooked at self nonitoring of bl ood
pressure wiwth a cuff versus the anbul atory bl ood
pressure device, but | don't actually renenber the
design or the results of those studies.

DR. SOX: | have sone faint nenory of that
goi ng back to when the ACP actually reviewed the
subject. And ny recollection actually was that hone
bl ood pressure nonitoring with a regular cuff | ooked
pretty good, but | don't renenber the data.

M5. MARX: There were several patients who
testified before the panel and tal ked about
anbul at ory bl ood pressure nonitoring detecting high
bl ood pressure that they had while they were
sl eeping, so clearly they wouldn't have been able to
detect that thensel ves.

DR. SOX: Thank you. Ron?

DR. DAVIS: | just wanted to comrent on
this key question nunber one as a followup to Tonis
guestion, and even though your wite-up, Hal, says

t he panel took the truth of the statenent as a given,



22 | do renenber | ooking for an answer to this question
23 as we went through the various studies, and there
24 were many studies that did allow us to answer this
25 vyes, even though we nore or less took it as a given.
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1 So there are | think substantial data to allow us to
2 answer that key question nunber one as yes.

3 DR. SOX: Leslie.

4 DR. FRANCIS: | just wanted to be sure |
5 understood this recommendation, because the idea is
6 this is supposed to serve as a recommendati on that

7 wll be helpful to people, right? W don't have to
8 listento it and it's not binding, but it would be

9 helpful. And when I first read this, and your

10 conmments were hel pful but I just want to be sure |
11 really understand this, when I first read this, what
12 | asked nyself was, does this nean that what the

13 panel was really saying was unl ess gui delines get

14 devel oped, don't nove forward, and when they do, nove
15 forward. O was what the panel really saying, HCFA,

16 you know, go ahead and cover it, and we kind of are
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maki ng a strong recommendation to you that it would
be a good idea to cover with guidelines. And | was

just trying to figure out how strong or weak or

what -- I'mreally thinking about -- see, | ama
phi | osopher, so I'mreally thinking about whether you
want ed gui delines to be a necessary condition.

DR. TUNIS: And by the way, | was going to
ask you all that question before you were done, which

I s exactly that question, were you saying that we

shoul d essentially, when we have treatnent guidelines
and when we had a definition for suspected white coat
hypertensi on then we should cover, but you weren't
going to offer us either of those?

DR. SOX: Well, Ron will probably have his
recoll ection of those events and then | will try to
see if ours match up. Ron?

DR. DAVIS: Yes. Wll, | don't recall
that the panel really laid it out all out in terns of
what it neant by this |anguage, but | can tell you
what was going on in ny mnd as | put this |anguage

together and then threw it out to the panel, which as
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Hal nmentioned, did anend it in a few ways. M

t hi nking was that if HCFA agreed with this approach,
t hat HCFA m ght neke a policy decision that woul d go
sonmething like this, the Agency has reviewed this

i ssue, it's heard from MCAC, it agrees, it would like
to cover anbul atory bl ood pressure nonitoring
consistent wwth its statenment. W do think we need
to have sone limtation on its use, as indicated by
this statenment, and we invite public comrent on what
woul d be an appropriate guideline for selecting
patients for APBM and managi ng white coat
hypertension. And ny guess is that the experts who

deal with this situation would very quickly submt a

gui deli ne that had sonebody's inprimtur, which would
then allow HCFA to go forward. So | think if HCFA
woul d announce sone agreenent with this approach,
t hen gui delines which at a m ni nrum woul d be consensus
based gui del i nes, woul d be devel oped rapidly.

DR. SOX: | didn't agree with the notion

as originally stated and either went along with this



8 anendnent or nmade the anendnent, | can't renenber,

9 but ny concern was trying to mnimze potenti al
10 collateral damage fromthe enthusiastic use of
11 anbul atory bl ood pressure nonitoring and then
12 whol esal e di scontinuing nedi cati on of patients whose
13 blood pressure was | ower at honme than it was in the
14 office, which could lead to a long-termharm as our
15 experts testified. And our experts basically said
16 the way we do this, if sonebody's bl ood pressure at
17 home is 80 or |ower, then we start to cut back the
18 nedication, and actually use APBMto nonitor their
19 response to reducing nedication, and to reduce
20 nedication only to the point where bl ood pressure
21 Dbelow, diastolic below 80 is sustained, which seened
22 to ne a very prudent approach and one that would
23 mnimze any collateral danmage froma nore w despread
24 use of this technol ogy because it was now bei ng paid
25 for.

00157
1 My personal take is that it's up to HCFA
2 to decide what they want to do with this advice, but

3 we voted to support this notion, and it has that
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condition in it, and | et HCFA deci de what to do.

DR GARBER I'mstill not sure that I
understand the answer to Leslie's questions. Ron,
you' re sayi ng you expect guidelines to be devel oped
soon, but until they are devel oped, does that nean
t hat you' re recommendi ng HCFA cover in the interimor
not ?

DR. DAVIS: | would say no. Again, this
s just my own thought process. | envision that if
HCFA agreed with this approach, they m ght nmake a
publ i c announcenent that we would like to offer
coverage of this device if it's used in appropriate
ci rcunst ances, and we would feel nmuch nore
confortable nmoving forward if we had guidelines in
pl ace that could be used by physicians who treat
patients with white coat hypertension. And that if
t he coverage was sonehow tied to the devel opnent of
t he gui delines, then ny guess is the guidelines would
be devel oped and approved by various professional
organi zations fairly quickly.

As | nentioned earlier, the experts have



25 their own guidelines that they followin their own
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1 office which seemto nmake sense to ne, so | would

2 think that it wouldn't be a huge leap to bring

3 together others and devel op consensus based

4 guidelines.

5 DR. SOX: Bob and then Bar bar a.

6 DR. MJRRAY: Question, Ron. Your

7 statenment just now and previous statenents earlier a

8 few mnutes ago seened to indicate a broader scope

9 that the precise | anguage of the notion and the

10 approval. In the witten approval, the panel

11 supports ABPM for diagnosis, not diagnosis and

12 treatnent, but just diagnosis of white coat

13 hypertension, dot, dot, dot. |If guidelines are

14 devel oped for selecting patients for APBM and

15 managing, so | nean, there is confusion in there, and

16 what | heard Hal say is that he supported the use of

17 anbulatory nonitoring for the managenent, for the

18 treatnent of patients.

19 So, was the intent that HCFA, or the

20 recomendati on, was the recomendati on that HCFA



21 approve coverage for this broad range to include

22 diagnosis and nanagenent of these patients? But ny
23 bottomline is the same as Hal's; | think the

24 commttee did a good job and we're not here to apply

25 our judgnent, but just a question.

00159
1 DR. SOX: Wwll, before we go on and hear
2 fromBarbara, | would like to try to wap this

3 discussion up fairly quickly, unless there is

4 sonebody who really disagrees strongly with Al an, Bob
5 and nyself, that we followed the process and that we
6 ought to ratify this, and then we can hear fromthe
7 public and then we can have our w ap-up di scussion

8 and vote. | want to nmake sure that we | eave enough
9 tinme for discussion of the interimguidelines and

10 that's why I"'mpressing just a little bit. Barbara?
11 DR. DAVIS: Could I just -- I'msorry,

12 Barbara, to interrupt. Can | just answer Bob's

13 question?

14 DR. SOX: Pl ease.

15 DR. DAVIS: M inpression is that the
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panel was focused on diagnosis, use of the anmbul atory
bl ood pressure nonitoring for diagnosis of white coat
hypert ensi on, as opposed to managenent as Hal was
getting into.

DR. MCNEIL: This could be the nost
trivial comment on record, but if to get to Leslie's
guestion, you took out the comma between hypertension
and if in that second to | ast sentence, there would
be no anbi guity about what you neant.

DR SOX: Unh-huh.

DR. MCNEIL: That's nmy editorial, because
that would really nean that you approved it if and
only if.

DR. DAVIS: | personally don't think it
makes a difference, but | would be happy for the
conma to be renoved.

DR. SOX: Id would certainly reduce
anbiguity and | think nake it a little bit nore clear
what | think the panel had in m nd.

DR. GARBER  How about changing the if to

a when?
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DR. SOX: Well, it's within the framework
of this conmttee |ooking at this froma distance,
greater distance than the panel, to nmake such a
reconmendation as a formal notion and we can vote on
it, but we're not to that point at this point, we are
still in discussion node.

Well, I"mgoing to open the neeting now
for public comment and call upon Grant Bagley to cone
forward, please identify yourself for the rest of us,
Gant, and we're | ooking forward to hearing from you,
and feel free to use this if you w sh.

DR. BAGLEY: Gant Bagley. I'mwth the
| aw firmof Arnold & Porter in Washington, D.C , and

| assisted Space Labs in bringing this request

forward. And | amnot sure | can add very nuch about
how t he panel discussion went, because it has been

reported fairly accurately. | would only say that it
really was two different panels going on at the sane
time. | think Dr. Sox was doing a tutorial on howto

eval uate a diagnostic nodality, which was quite
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1

2

appropriate, and we did it in the framework of
anbul at ory bl ood pressure nonitoring, which | think
was al so appropriate, because it is a technol ogy

whi ch has cone a | ong ways over the span of the |ast
20 years since HCFA really last visited it, and it
was one that does have a |l arge volune of research and
evi dence out there, nmuch of which is not quite
focused the way it should be based on the way we are
| ooki ng at evi dence based nedi ci ne.

Space Labs brought this request forward,
and Space Labs is by no neans the only conpany -- you
m ght wonder why they have a | ofty nanme |ike that by
the way, and it really cane fromthat program Space
Labs was an outgrowth of the NASA efforts to devel op
i nstrunentation during the early astronaut program
and Space Labs makes anbul atory bl ood pressure
noni tors anong ot her kinds of physiologic nonitoring
equi pnent .

18 years ago HCFA wrote a policy saying

anbul at ory bl ood pressure nonitoring i s not covered,

it's not covered because the equipnment is not
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st andardi zed and we don't know what it neans, and
there is no evidence that it perforns any utility
function in deciding howto nmanage patients with
hypertension. That was 18 years ago.

Now in submtting that request, there was
a large volune of evidence submtted which HCFA did
not send on to the panel, which dealt with the issue
of standardi zation. There are voluntary
st andar di zati ons that have been adopted by the
British Hypertension Society anong ot hers, which deal
wi th anbul atory bl ood pressure nonitoring as opposed
to home nonitors, which also have standards. So
there are well accepted voluntary standards within
the industry of anbul atory bl ood pressure nonitoring.

It's interesting in that the standards are
so well accepted that the drugs that you're using for
hypertensi on, the ones we're tal king about not
knowi ng how to nake a deci sion on based on anbul atory
bl ood pressure nonitoring in fact have been tested
wi th anbul atory bl ood pressure nonitoring, which is

t he nmet hod whi ch FDA now requires anti hypertensives



24 use at sone point in their studies for approval. So
25 anbul atory bl ood pressure nonitoring is the gold
00163

1 standard, at |east by which anti hypertensives are

2 neasured by the FDA

3 So I think the standardization and the

4 accuracy of the nmethodology is, was at |east

5 convincing to HCFA, and the nore pressing question,

6 what is the utility of this test, was presented to

7 the panel and underwent the analytic framework that

8 we went through.

9 The panel did | ook at the evidence very
10 critically, but I think as Dr. Sox nentioned, | think
11 what was persuasive to the panel is that there were
12 clinicians who have a | ot of experience in this and
13 tal ked about how they personally use this technol ogy.
14 There were al so, as Sandy Marks nenti oned,
15 sone patients. There were Medicare beneficiaries.

16 There was a patient that said, | was thought to have
17 hypertension in the office, it was not sustained, it
18 was white coat hypertension, | wasn't treated, that

19 was confirmed a few years |ater, and now as of | ast
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week | am now hypertensive, but | wasn't treated for
the last four or five years, and | avoi ded that
treatnent, | avoided that cost, and it was a positive
deci sion for that Medicare beneficiary.

And what was perhaps even nore telling is

that the Blue Cross/Blue Shield TEC which Dr. Garber

participated in evaluating, which was done in 1999,
and was updated at HCFA s request in 2001 to devel op
an evidence report for this panel, was presented and
| ooked very critically at the evidence, and said yes,
t he evidence naking that final link in how do we use
this and what is the link in treatnent, do we have
final evidence, when Frank Lefevre presented that he
said no, we do not have evidence to show that white
coat hypertension has the sane risk if untreated as
normal tension, that specific question.

But it was very telling and it was very
persuasive to nme that during the public conment
period, Frank Lefevre on his own initiative got up to

t he m crophone and said, | want to say that as a
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10

part-tinme practicing physician, | used to order
anbul at ory bl ood pressure nonitoring even though I
have done both these technol ogy assessnents. After
havi ng done the update in 2001, | order it nore than
| used to, and | admt that the evidence is not all
there, but | amtaking care of patients.

| think that was persuasive that there is
a place, it's just that we need to define the place.
As | interpreted the panel fromthe audi ence, and far
be it for nme to tell the panel what they neant or

said, but as | interpreted it the panel said we

believe fromthis clinical information that there is
a role for anmbul atory bl ood pressure nonitoring in
whi te coat hypertensive patients, whatever that
definition is, and we think the standards need to be
devel oped to control the use in that popul ation, |
interpreted that to nmean that in HCFA, in order to

| npl ement that coverage for white coat hypertension,
woul d need to devel op coverage criteria that woul d

t hen guide themto prevent overutilization.

And | also listened to the sane experts,
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have spoken with them since, and tal ked at great
| ength and asked them the sane question the panel
did, and have gotten vague answers also. So how do
you know, and of course nost clinicians will just say
well, | just know. But in parsing it out and
t hi nki ng about this, | said what criteria would be
reasonabl e and how does HCFA get its armaround a
problemlike this, because standards have been
devel oped.

You know, the National Heart, Lung and
Bl ood Institute has had six national panels on
hypertensi on, and the sixth panel did reconmend that
anbul atory bl ood pressure nonitoring had limted use
within certain concluding for white coat

hypertension. The Anerican Col | ege of Cardi ol ogy has

devel oped recomendati ons which they presented to the
panel, but in ternms of how HCFA could deal with this,
and the advice of the experts and with the panel, you
know, you heard fromDr. Davis. A patient with

i n-office elevated readings, which clearly tells us
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we should | ook to that patient as a hypertensive who
shoul d be treated, and that sanme patient in whom you
may have recomrended, or on their own have taken hone
readi ngs or had readings froman office nurse, had
readi ngs in a pharnmacy, whatever, have said | have
normal readi ngs out of the office.

And there is sone research which shows
t hat honme nonitoring, honme bl ood pressures and
| ayperson bl ood pressures are not particularly
accurate, but they're indicative, so a patient with
i n-of fice blood pressures, perhaps two, perhaps
three, on two or nore occasions each visit, with
reported out of office normal bl ood pressures, would
be an appropriate patient to have anbul atory bl ood
pressure nonitoring, but | would submt perhaps only
i f another criteria is added, and that criteria being
t hat the physician at | east believe that that
i nformation is useful to guide therapy.

Now Dr. Garber m ght not order that test,

and m ght believe that every in-office hypertensive

measur ement shoul d be treated, although nost
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hypertensi ve gui delines would say be sure the patient
is really hypertensive. But if the physician
believes that it's going to guide therapy, and says |
need to know, and | have a reported hypertensive in
the office and out of the office, then | need to
confirmthat.

And again, the research that was presented
to the panel, and all of the experts nade it clear,
this was not going to becone the cell phone of the
future, this was sonmething we were going to see on
everyone's arm going down the street. This is
sonething that is done very seldomand it is done
perhaps only once in a hypertensive's treatnent
hi story, and certainly not very often in a
hypertensive's history. So | think the experts nay
it clear that this was for sone patients in sone
circunstances and that's it, and that perhaps the
proper criteria ought to be suspected white coat
hypertensi on by el evated and normal readi ng by
what ever criteria we use, and additionally, that the

physi ci an plans to use that for a treatnent deci sion.
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HCFA uses such criteria for a nunber of
t hi ngs. Magnetic resonance angi ography of the head

and neck definitely has a utility for eval uating

surgi cal patients, but has very little utility in
treat nent ot herwi se, and HCFA covers it only for
patients who are surgical candidates and plan to use
the results in the decision for surgery.

The recent decision on PET scans for
stagi ng cancer have a simlar prohibition, it's
covered only for evaluating the stage of cancer when
it has treatnent inplications. That's up to the
treating physician to decide, and that's naybe as it
shoul d be in the absence of evidence.

Maybe when we get nore evidence we can
tell the treating physician how they should al so
treat, but we aren't there yet with this therapy.

But | would just like to finish by saying it was a
panel which | would, in your |leisure nonents | would
suggest you go back and | ook with great depth at the
transcript, because it was a tutorial on diagnostic

tests, and | think it was the wave of the future on
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how t hey should be | ooked at, and | want to
congratulate Dr. Sox for the job he has done.

DR. SOX: Questions for Dr. Bagley?

DR. HOLOHAN. Grant, did you, did I
i nterpret correctly your statenent that the FDA now
requires for any NDA on anti hypertensive that

anbul at ory bl ood pressure nonitoring readi ngs be

required on the clinical side?

DR. BAGLEY: FDA is using anbul atory bl ood
pressure nonitoring at sone point in NDAs for new
hypertensive drugs. |In fact, FDA is involved in the
coll ection and aggregation of that data in eval uation
of new hypertensive drugs with accreta, with outside
parties that are evaluating that data. But yes, in
fact there is a nmeeting going on next nonth in which
Dr. Lapicki is going to report on FDA experience in
usi ng anbul atory bl ood pressure nonitoring in
eval uati ng the hypertensives.

DR. HOLOHAN. My question really was, is

it mandatory?
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DR. BAGLEY: It's ny understanding it is
mandat ory that they validate the antihypertensive
effect at sonme point in their protocols, and at which
| evel of the studies it's required, | do not know.

DR. SOX: Thank you very nuch, G ant.
Anybody el se fromthe audi ence wish to cone forward
and speak? Please identify yourself and your
affiliation.

M5. MARX: Sandy Marx fromthe Anmerican
Medi cal Association. First | wanted to just comment
briefly on the discussion you had just prior to the

open public coments about kind of what conmes first,

do we provide the coverage or do we get guidelines
devel oped. And I think HCFA has at |east several
times if not nore over the |last few years had the
experience of working wth physician organizations in
devel opi ng the conditions of coverage that they then
put in their coverage decisions or coverage rules.
This was in the di abetes self managenent final rule
whi ch recently cane out, the bone density neasurenent

rul e, and the coverage decisions that you worked on
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related to urinary incontinence treatnents.

So it can be an interactive process, you
don't have to say we're going to go out and get
gui delines and then we're going to cone up with a
coverage decision. |It's really part of HCFA' s
devel opnent of the coverage decision to seek input
fromthe practicing community on how these things are
used and under what circunstances the particul ar
t echnol ogy shoul d be covered or should not be
cover ed.

On other point I wanted to nmake on the
| ssue of the Executive Commttee providing advice to
HCFA about research priorities or things for Mdicare
patients where research funding should be sought or
even where Medicare should directly fund clinical

trials, the AMA thinks that is highly appropriate.

Dr. Janelle fromour Council on Scientific Affairs
testified to that point before an AHRQ hearing | ast
fall. So we're encouraged that you're thinking about

that, and we hope that HCFA wi Il consider your advice
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on research priorities. Certainly when there are
conditions that are very inportant problens for the
Medi care popul ation |Iike urinary incontinence, |ike
hypertensi on, where you find that nore research or
better evidence is needed, then we think it would be
a very good role for the Executive Conmttee to play
I n advi si ng HCFA about what research questions need
to be answered.

DR. SOX: Thank you very nmuch. Anybody
el se wish to speak?

In that case, it's tinme to entertain a
notion. | think the comment was nade that a slight
change in fact would be appropriate, and if there is
a notion that was specific on that matter, we coul d
take it up.

M5. CONRAD: Let nme nake a statenent for
the record first please. At today's committee
nmeeting, voting nenbers present are: Thomas Hol ohan,
Barbara McNeil, Leslie Francis, Robert Miurray, Al an
Gar ber, Frank Papat heofanis, Ronald Davis, and Joe

Johnson. A quorumis present, no one has been
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recused because of conflicts of interest. Now,
Dr. Sox.

DR. SOX: Al an?

DR. GARBER  Before anyone namkes a noti on,
could I just ask another wordsm thing question of you

and Ron? And it has to do with the if commma, If no

comma, on the guidelines. 1Is there any qualification
that the panel had in mnd on the guidelines, |I nean,
any old guidelines will do, or is there any sort of

gui dance, do you want to |leave it conpletely open?

DR SOX: | think if there were sone
| anguage that encouraged formation of evi dence based
gui delines, which in this case nay actually be
unrealistic, but sone kind of process or else sone
body doing it that really carried a | ot of weight,

t hat m ght be hel pful.

DR. DAVIS: Well, | think that putting
evi dence based in there m ght change the whol e thrust
of this thing. W could come up with nodifiers like
t hought ful or appropriate, or whatever, but | think

we woul d be best to just leave this in HCFA s hands.



22 And when | spoke earlier, | was referring to
23 quidelines that mght cone fromthe nedical
24 profession but as Sandy fromthe AVA was nentioni ng,
25 this can be done as a collaborative thing.
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1 Dr. Bagley was nentioning that HCFA m ght devel op

2 sonme guidelines internally, so whether the guidelines

3 wll be developed internally, externally or
4 collaboratively, | think it will get done right, and
5 1| personally don't think we need to clarify this any

6 further than the way it appears now.

7 DR. SOX: Maybe | could ask Sean to

8 coment about whether | anguage, nore specific

9 |anguage would be helpful with respect to the issue
10 of who devel ops the guidelines or what sort of

11 standards the guidelines mght have to neet, or is
12 that sonmething that's sort of, you could fend for
13 vyourself on?

14 DR. TUNIS: | think that producing the
15 concept of sone sort of agreed upon guidelines

16 w thout stating the source or the nature of the

17 evidence | think is an adequate platformfor us to
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nove forward at HCFA.

DR. GARBER  Does that nean you want a
nodi fier or you don't want a nodifier for the
gui del i nes?

DR TUNIS: | think we don't need a
nmodi fier.

DR. SOX: Al an, do you want to nmake a

not i on?

DR. GARBER Well, | nove that we ratify
t he recommendati ons of the panel with the word
substitution, if | can find that place where it had
the comma, to elimnate the comma and if, and
substitute the word when.

DR. PAPATHECFANI S: Second.

DR. SOX: Any further discussion of the
notion? In that case, it's tine to take a vote.
Conni e, do you want to adm nister the vote?

M5. CONRAD: Let ne repeat the notion
first. You recommend that you ratify the

recomrendati ons substituting the word when for if,
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and renoving the conma after if.

DR. HOLOHAN:. Before if.

M5. CONRAD: Before if, okay. Those in
favor.

DR. DAVIS: W're just voting on the
anendnment at this point; is that right?

DR. GARBER No, we are voting on the
amended recomendati on.

DR. DAVIS: Then maybe we shoul d just get
a qui ck indication of whether people agree with the
anmendnment, just for the sake of parlianentary
procedure, and | think we could just do that with a

qui ck show of hands.

M5. CONRAD: Ckay.

DR, HOLOHAN:. | thought he nade a notion
and it was seconded, so we're voting on the notion.

DR. GARBER Yeah. If you don't |ike the
anendnment then you can vote it down and sonebody can
make a substitute notion.

DR. DAVIS: That's fine.

DR. GARBER  But | suggest at this point,
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if there's sonmething you don't |ike about the
| anguage.

DR. SOX: O perhaps if anybody feels
strongly that we're doing the wong thing by this
vital piece of wordsmthing, it would be good to try
to persuade the rest of us that we shouldn't vote for
this notion and if | don't hear from anybody, |
assune that nobody wants to persuade us of the
potential error that we m ght be naking.

DR TUNIS: Could I just then say, are we
then to understand the intention of this wordsnithing
is really to say that the Executive Conmttee
supports the panel's reconmendation for coverage but
only at the point where we have undergone sone
process to devel op treatnent guidelines and a
definition for suspected white coat hypertension?

That's sort of your recommendation, and you're trying

to make that stronger by renoving the common and
sayi hg when.

DR GARBER: Yeah, but | think it's
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| nportant to underscore one point. M intention in
maki ng that change in wording is not to try to get

t he panel to say sonething different, it's a response
to the perceived anbiguity in the | anguage that the
panel used. W are trying to nake it as clear as
possi bl e what the recomendati on, what we interpret
their recommendati on as being. Again, | don't think
we should try to overturn the decision of the panel,
but solely trying to clarify the anbiguity.

DR. SOX: M personal belief is that the
panel voted for this recomendation that has a slight
anbiguity init, but I believe the panel really
bel i eves that we ought to have guidelines in place
for the use of this technology. Ron, how do you feel
about that?

DR. DAVIS: | agree a hundred percent. |
think this is fully consistent wwth the views of the
panel and the panel didn't perceive any anbiguity
when it adopted this | anguage, but if others do, then
let's clean it up, and that is fine.

DR. SOX: That's a good way of putting it.

| think we're ready for a vote.
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M5. CONRAD: Those in favor? Opposed?
Ckay. It's unani nous.

DR TUNIS: Just to close this out and to
make sort of one | ast observation related to this
particul ar recommendation by the panel, as you know,
for a good long tine, and there continues to be sone
di scussi on about the extent to which both HCFA and
t he coverage advisory commttee use expert opinion
versus enpirical scientific published evidence in the
context of making coverage reconmendati ons and
cover age deci sions.

And we just want to highlight the fact
that in this case, particularly guided by Dr. Sox's
anal ytic framework that allowed the question to be
broken down into discrete pieces, for sone of those
pi eces there was good quality scientific evidence and
for sone of those pieces, really the panel to a | arge
extent paid a great anmount of attention to the expert
opi ni on and judgnents of the clinicians who cane and

di scussed the issue. And so, | think it's just worth
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pointing out that | think we have reached a point
where explicitly both expert opinion and scientific
evi dence are being considered by the panel in nmaking
recomrendati ons to HCFA, and HCFA i s considering

t hose sane sources of information, and it's not that

one is substituting for the other but in a case like
this, both sources of information are bei ng used

si mul taneously, and that's consistent with the
directives that have been witten into the Benefits
| nprovenent and Protection Act in terns of what they
have asked for Medicare to consider in ternms of

i nformation going into coverage policy. So | just
wanted to underline that as representative and
speci fi c.

DR. SOX: And | have a process point, and
just want to beat the drumagain for sone sort of
explicit analytic framework for the discussion as a
way to focus the search for the evidence, as a way to
focus the discussion of the evidence, as a way to
backtrack and try to figure out how a deci sion got

made, and as a franework for nmeking the report of the
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chair to the Executive Conmttee. And | amcertainly
going to push when we do our next revision of interim
gui delines for sone sort of expectation that the EPCs
will provide us with an explicit analytic franmework,
which |I believe will be the intent for the PET
scanning and Al zhei ner's di sease evaluation. |It's
very val uable at every step in the process, and I
think the nore that we can take advance of the work

that we're about ready to discuss, the framework for

eval uati ng evidence, and really hold our hands to the
fire to use themformally, the less we will run the
risk of the sort of chaos as we nove from problemto
probl em and the nore accountable we will be for our
decisions in the public record.

And with that, unless there is sone
coment, we will nove on to the |last part of the day,
which is to tal k about the interimaguidelines. |
just remnd the audi ence that the comnmttee discussed
t hese revised guidelines at the tinme of its neeting

i n February, we spent the better part of an hour on
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one particular point, which | wll get toin a

m nute, but otherw se approved the guidelines in the
way that they have been revised by the nethods
subgroup based on external coments as well as
comments from nenbers of the Executive Committee that
have accunul ated since the initial publication of the
gui del i nes.

So there has been a fairly extensive
process that went into these nodifications. The only
changes that have occurred since the | ast neeting
were you know, literally a few words noved around and
alittle bit of reorganization, so this is really an

opportunity for the public to have input and if we

hear sonet hing conpelling, we could change these

gui delines on the spot, but otherwise, | don't
believe that a vote will be called for at the end of
t he di scussi on peri od.

| thought | would briefly go through what
| saw as the high points in the change of the interim
gui del i nes published about a year and a half ago, and

this is miinly for the benefit of the audi ence.
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First, we inserted a section on the
eval uati on of diagnostic tests and you heard about
that today in the context of the discussion of the
PET scanning for Al zheinmer's di sease eval uation. W
found that this approach was quite valuable for us in
shapi ng the di scussi on around PET scanni ng and hel ped
us to see the strength of the evidence at various
points in the chain of logic that |inked the doing of
the tests to health care outcones.

Secondly, we nmde sone process changes to
deal with the status of unpublished studi es which
were used by the EPCs to eval uate the technol ogy.

The issue was if the study had not been published in
the nedical literature, what would be its, would we
then nmake it available to the public at the tine we
publ i shed the evidence report, and we felt that the
overriding principle should be that the public should

have access to all of the information that went into

t he devel opnent of the evidence report.

In the case of published studies, the
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public can go to the published literature.

In the case of unpublished studies it reviews in the
devel opnent of the report, the public should have
sone ot her recourse, and so we felt that it was
essential to nake unpublished studies available to
the public at the tine that the evidence report was
put on the web. And we had about an hour's

di scussi on about that and eventually canme to a pretty
strong feeling that this is crucial, so that's

anot her small but i nportant change.

In general, | would say the tenor of the
out si de conments overwhel m ngly was that our basic
principle that we require sone formof controls in
order to eval uate evidence, that nobody really took
I ssue with that statenent of principle. The form of
controls and the study design can range anywhere from
random zed clinical trials to studies wth nmuch | ess
satisfactory controls with nmuch nore potential for
di fferences between the control and the intervention
group that are not due to the intervention, but to
differences in the selection of the two cohorts for

study. We sinply hold the panel s account abl e when
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reasoni ng clear as to why they thought those controls
wer e reasonabl e.

And finally, we introduced a section, a
fairly substantial section of what to do if the
evidence is inadequate to try to guide panels into
t hose circunstances, and parenthetically one of the
t hi ngs the panels could do when the evidence is
| nadequate is to rely on practice guidelines, which
is in fact a way what we're edging toward in the
di scussi on just conpl et ed.

So that's a summary of the mmjor changes
in the guidelines. And it's now an opportunity I
guess for anybody in the public to stand up and give
us sonme feedback. Yes, sir? Wuld you pl ease
i dentify yourself and your affiliation and so forth?

MR ROBB:. | am G eg Robb, I'ma
consultant representing ACTA, the Advanced C i nical
Technol ogy Association. | would like to echo sone of

the points you just stated, comrend HCFA for opening
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t he process and the resources, significant resources
to do these sorts of neetings, and through all the
transparency initiatives in the coverage process. |
want to reference the guidelines that you have here
and commend you for trying to nmake information

avai |l abl e, using the Internet, et cetera, but in

comrendi ng you | want to say it does get conplex if
you do follow the process.

Randel Richner this norning tal ked about
her | evel of confusion on just what the steps were,
where you have public input, who does what, when,
what does the panel do, what does the Executive
Commttee do. You're working at it, keep it up, it
is very hard to follow. You're having access to
t hese briefing docunents, we don't, so as you open
t hi ngs up and provide opportunity for public
participation, it's very inportant to tell us just
what you're seeing and how you want us to
partici pate.

I n opening things up, you are chal |l enged

with timng. The industry if it had one goal, is to
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get a clear predictable tinely process. It's opened

up at HCFA, there's a level of predictability.
There's still of a level of unpredictability with
this open forum and what | think Randel was pointing

to was how does one add up the days? How can you
squeeze all these process steps into a limted period
of time, and still get a tinely decision. It's a
chall enge. At every tinme that you have a deci sion
poi nt you do need the input fromthe public, so we

will work with you and commend you for the effort so

far.

On this process side as well, there is a
| evel of confusion in the industry and in the
deci si on maki ng process on coverage, and this is

probably directed nore to you, Sean, than the
Executive Commttee here. It's when does the
Executive Conmttee need to be brought in, when does
MCAC need to be brought in, versus when do you need
at HCFA technol ogy assessnent by itself.

| heard you reference a quick relationship
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with AHRQto pull in that information. A |ot of
interest for an industry on just how that will work
and what the real function here on MCACis on that.
We're rem nded of Jeff Kahn, who advertised MCAC
quite a bit and sold it a few years ago. A slide he
al ways used in the role of MCAC was consensus. It
was on all the slides he handed out when he did his
public relations on that issue and it was | eadi ng
toward this evidentiary thing of getting consensus,
getting practice guidelines, getting involvenent from
the public into the process, because the evidence was
confusi ng, weak, not there.

So from process to evidence, a | ot of
i nteraction, and all | can say is we |ike where

you're going. Dr. Sox, you did a great job in

show ng just what you do in a very difficult area.
Thanks.

DR. SOX: Thank you very nmuch for your
hel pful comrents and for the bouquets. O her
coment s?

Wuld the commttee |ike to raise any
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| ssues that m ght possibly either now or later |ead
to changes? Yes, Ron.

DR. DAVIS: Hal, Leslie just brought to ny
attention that | think we neglected to act on those
ot her recommendati ons.

DR. SOX: W will get to that as soon as
we're past this, thank you. Barbara.

DR. MCNEIL: Hal, | really like this, |
hope now final report. The question | have, would it
hel p peopl e who pick this up on the web to have five
or ten references that they mght go to if they
want ed additional information. For people who aren't
in the field, a handful of them m ght be useful.

DR. SOX: (Good suggestion.

DR. TUNIS: You nean references in the
sort of evidence based kind of reference, evidence
based nedi cine, that sort of nethodol ogic reference?

DR. MCNEI L: Yeah, not reference in the

text, not saying see reference two, but just at the

end, here are five general references that tal k about
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evi dence based nedicine or the evaluation of clinical
trials, or the evaluation of diagnostic tests,
sources of bias or whatever.

DR TUNIS: One thing to nention in that
regard is that we are very actively working
internally now in actually devel opi ng gui dance
docunents that we've been advertising for quite a
|l ong tinme that are under devel opnent, gui dance
docunents which will have nore detail and will be a
HCFA docunent as opposed to an MCAC docunent, to talk
about how we go about apprai sing evidence from
I ndi vi dual studies, groups of studies, in both areas
of diagnosis and in therapeutics, and | think that
will be a nmuch nore heavily referenced docunent as
well, but the tinme frane for those is to, we're sort
of approachi ng havi ng good working drafts and we're
actually hoping to have the MCAC consi der actually
working with us to refine those, but ultimately those
will be posted on the web and will provide sone of
t hat i nformation.

DR. MCNEIL: That will be great.

DR. SOX: Any ot her coments?
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In that case, | have to go back up to the

transparency projector and we'll work our way through

t he other two recomrendati ons about the use of the
anbul at ory bl ood pressure nonitoring.

The second question that the panel
addressed relatively briefly is the use of anbul atory
bl ood pressure nonitoring in patients who are under
treatnent for hypertension and whose bl ood pressure
just won't go down to the normal range as neasured in
the office, so this is an issue of nmanagenent, not an
| ssue of diagnosis, of white coat hypertension. And
we perfornmed an anal ytic framework for this problem
unfortunately in which we first asked, does
anbul atory bl ood pressure nonitoring identify a group
of patients on treatnment with high blood pressure in
the office but good bl ood pressure at hone.

And we found in fact one study that
addressed that in which patients with treatnent
resi stant hypertensi on underwent anbul atory bl ood

pressure nonitoring and were then divided into three



19

20

21

22

23

24

25

00188

10

11

12

13

14

equal size groups based on their hone bl ood pressure.
And the study showed that patients who had relatively
good bl ood pressures at hone had better stroke rates

and other health care outconme neasures than patients

whose bl ood pressures remai ned high at hone. So it's
pretty clear that anbul atory bl ood pressure

nonitoring can identify a group of patients who are

at relatively low risk because their blood pressures
are well controlled at honme, so this elenent is
certainly a fact.

Next question as to whet her physicians
mai ntain treatnment in patients with high office bl ood
pressure but normal bl ood pressures at honme, and we
didn't have any evidence on this score, but we took
sort of a best case scenario, which is that
physi ci ans woul d reduce bl ood pressure nedication for
patients or would not continue to add bl ood pressure
medi cations for patients whose bl ood pressure was
wel |l controlled at honme but not in the office.

And finally, the crucial and unanswered

guestion is what are the health care outcones in



15 patients who are nanaged, whose bl ood pressure is

16 rmanaged based on their honme bl ood pressure as opposed
17 to their office blood pressure. And on this

18 particular link, we don't have any evi dence about

19 long-termhealth care outcones in patients with
20 treatnent resistant hypertensi on who are nanaged
21 either according to their office blood pressure or
22 according to their hone bl ood pressure, and the
23 question felt that this was a crucial |ink and that
24 without that link, we were not in a position to

25 encourage HCFA in their coverage decision, and so we
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1 voted unaninously to approve the foll ow ng notion:

2 The evidence is inadequate to determ ne

3 the effect of using anbul atory bl ood pressure

4 nonitoring in patients with treatnment resistant

5 hypertension.

6 The | ast problemthat we took up was the

7 use of anbul atory bl ood pressure nonitoring to try to
8 make a diagnosis in patients who devel op synptons

9 that sound like they m ght be due to | ow bl ood
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pressure while on treatnment for hypertension. The

i dea here is that if the patient's bl ood pressure
went down at the tinme they had these synptons, that
one coul d then nmanage the patient in a nore
appropri ate way, because you'd then have a diagnosis
and perhaps could switch to another bl ood pressure
medi cation. HCFA didn't provide us with any

i nformation pertinent to answering this question and
so again, the panel voted unaninously to approve the
foll ow ng noti on:

The evidence is inadequate to determ ne
the effect of using anbul atory bl ood pressure
nonitoring in patients with synptons of | ow bl ood
pressure on nedi cation.

So basically, for these last two, we said

t he evidence is inadequate to eval uate the problem

So, what | will be asking for is a notion to confirm
the judgnent that the commttee nade.

DR. FRANCIS: Can | just ask a question?
Way didn't HCFA give you information? WAs it just

that there is no data or that it was inprecise,



6 because a negative judgnent, the evidence is
7 inadequate, is different froma judgnent that nobody

8 gave us any evidence.

9 SPEAKER: There was no data available to
10 submt.

11 DR. SOX: Thank you. Bob.

12 DR. MURRAY: Did any of the experts or

13 Dr. Lefevre say that they did use anbul atory bl ood
14 pressure nonitoring in these categories?

15 DR. SOX: | don't recall that they did. |
16 think they --

17 DR. MJRRAY: So the evidence and the

18 experts were all consistent?

19 DR. SOX: It sounded like it was a

20 question that didn't really conme up in practice, not
21 very often, and certainly doesn't conme up in ny

22 practice. Well, could we, if there's no further

23 discussion, could we have a notion to approve these
24 two reconmendati ons?

25 DR. GARBER | nove to ratify.

00191
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DR. MJURRAY: Second.

DR. SOX: Conni e.

M5. CONRAD: The notion is to ratify the
findings of the device panel deliberation of
anbul atory bl ood pressure nonitoring. Did | mss
sonet hing? GCkay. Those in favor? It's unani nous.

(Dr. Hol ohan was absent for this vote.)

DR. SOX: Wwell, at this point |I guess |
will ask if there is any other business to cone
testinony before the conmmttee.

Qur last itemis the future role of the
Executive Conmttee. Dr. Tunis, do you want to | ead
t hat di scussion?

DR TUNIS: Wat | wanted to was run by a
i st of about six or seven sorts of advice assistance
and activity that we woul d propose as possibilities
for the Executive Conmttee to continue to work with
HCFA once the function of formally ratifying the
panel recomendations is conpleted. So what | would
do is just run through all of them and then maybe we
coul d have sort of a general discussion about which

ones you think are good ideas, bad idea, or if you



23 have other ideas of your own. These were sort of

24 generated frominternal discussion wthin HCFA

25 One thing I also did want to nention, kind
00192
1 of inrelation to the future of ECis, |I'mnot sure,

2 Dr. Sox, if we tal ked about sone of the changes

3 related to panel, given your new position at the

4 Annals, but | just wanted to nention because Dr. Sox
5 has been elevated to the |ofty editorship of the

6 Annals of Internal Medicine, I"'msure in no snall

7 part due to his role in the MCAC, plus a few

8 professional acconplishnments besides that, in any

9 case, not only have we had to congratulate him but
10 we've had to figure out how to keep hi mon.

11 So, in order to do that and what the

12 arrangenent will now be is that he will be resigning
13 as the panel chairperson for the nedical devices

14 panel and will not participate on any panel, but wl|
15 continue on as the chairperson for the Executive

16 Commttee. And in that role he will continue not to

17 have a voting role on any particular given notion.
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For the nedical devices panel, Dr. Davis
has graciously agreed to be pronoted to the
chai rperson of that panel, and Dr. Wade Aubry will| be
the vice chair for the nedical devices panel, so
there are just a couple changes to nention.

Ckay. So basically here's the set of
functions. The first one is, and very simlar to

what we did today, but basically we are still

pl anni ng to have the panel s when they consi der
particul ar technology to sunmari ze their
recomrendati ons to HCFA very much in the formthat
they currently do. Those sunmaries, we propose,
woul d still be forwarded to the Executive Committee
for discussion but not formal ratification. And the
pur pose behind that would be that we woul d see the
role of the Executive Conmittee as at least trying to
i nsure that the panels are functioning according to
t he guidelines for evaluating effectiveness, so
essentially would be a quality control function as
opposed to a formal ratification function. And

again, | think to sone degree, that was the way the
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Executive Conmttee operated today in relation to the

anbul at ory bl ood pressure nonitoring panel, probably

in deference to the fact that the chair of the

Executive Conmttee was al so the chair of the panel.

But at any rate, that would be one proposed function.
A second function would be to continue to

wor k on any needed updates or inprovenents to the

gui delines for evaluating clinical effectiveness,

i ncl udi ng additi onal subconponents. For exanple,

| ast Novenber, the nethods working group devel oped

gui delines for evaluating diagnostic tests and it may

be that in the future there are categories of

t echnol ogy for which tailored guidelines would be
necessary. | aminagining for exanple that genetic
testing technol ogies may be comng forward to

Medi care attention in the next few years for coverage
policy, and it nmay very well be necessary to devel op
a framework for evaluating those sorts of things that
woul d not necessarily be covered by the general

gui delines, so continue basically to build on the
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gui delines for evaluating effectiveness.

A third issue would be potentially to
provide a forum here for discussing overarching
techni cal issues that nay arise in the context of one
t echnol ogy but have applications to a nunber of
technol ogies. And here a good exanple | think is the
| ssue of how we are struggling with howto deal with
t he gamma coi nci dence caneras versus the full ring
PET scanners in ternms of coverage policy, which
rai ses a general issue of whether the Medicare
program shoul d be distinguishing within a category of
FDA approved devi ces subcat egories which woul d be
eligible for coverage, as opposed to any FDA approved
device within the category. So you can imgine for
exanpl e, anbul atory bl ood pressure nonitors m ght
come in all ranges of accuracy and quality, and the

mnimmcriteria for FDA approval mght not in fact

be the technical performance standard that woul d be
necessary for clinical effectiveness from your
perspective, and it seens that this body may be a

forumto discuss that sort of overarching issue.
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Dr. Brook, when he's here, always likes to
rai se conplicated social issues related to coverage
policy, and one of his favorites is the issue of
t echnol ogi es for which there are small but
denonstrabl e benefits and extraordinarily |arge
inplications in ternms of utilization, cost or other
factors, and whether or not this commttee woul d want
to on occasion dive into that sort of conplicated
social, ethical, legal, allocation type issue. |I'm
not raising that to suggest that HCFA wants to get
into considering costs in the context of coverage
policy, but there ought to be at least a forumin
whi ch that sort of thing could be discussed.

DR. MCNEIL: | just wanted you to repeat
it, Sean. So he's worried about high cost
t echnol ogi es that have a small nunber of potenti al
beneficiaries?

DR. TUNIS: O snmall but neasurable
benefits.

DR. SOX: Low benefits, high costs.

DR, TUNIS: Right. That's just an exanple
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1 of a conplicated social ethical issue that again, |I'm
2 just proposing these for your feedback and
3 consideration.
4 Fifth, sonme sort of horizon scanning
5 function for technol ogy, potentially where we woul d
6 present to you all a list of technologies that we're
7 aware of that m ght be com ng over the horizon,
8 beginning to develop in stages of clinical research
9 that we may be faced wth soon, and getting sone
10 direction fromyou in ternms of which ones we shoul d
11 be particularly ready to ook for in terns of
12 coverage, whether proactively considering early
13 coverage for sonmething that's promsing, or at |east
14 being forewarned of things, so sonme sort of priority
15 setting horizon scanning function.
16 Si xth issue, we tal ked about, Barbara, you
17 raised identifying critical research priorities even
18 in the context of technologies we are actively
19 considering or ones that we shoul d be.
20 And the last one that we have listed here

21 was really what we just did earlier today, which was
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hel ping to frame the questions for conplicated
guestions such as are posed by PET for Al zheiner's
di sease, where we could once we've identified an

| ssue, bring the issue here for discussion as we did

t oday, identifying the questions in the analytic
framework prior to even going forward with the TEC
assessnment or a panel discussion.

That's obviously not a conplete list, it's
a lot of stuff, and | just wanted to throw it open
for your discussion.

DR. SOX: Wwell, why don't we discuss this,
just work our way down the |ist and see where there
are conmments or concerns.

First, the issue of hearing the report of
a panel not as part of the ratification process but
sinply to here how they tackled the problem what
| ssues they got into that m ght have nore general
i nplication for the policies used by all panels, and
per haps creating sone sense of accountability on the

part of panels and panel chairs and co-chairs to



17

18

19

20

21

22

23

24

25

00198

10

11

12

follow the guidelines we have established and to tell
us when the guidelines aren't working so we can
change t hem

Any coments about that one, one that wl|
not delay the approval of a proposed technol ogy, it
shoul dn't be a problem but it woul d nonet hel ess keep
us essentially being a body to which the panels are

accountable for how they operate. Ron.

DR. DAVIS: | support that function for
t he Executive Commttee. | just wanted to throw out
the idea also that at sone point, naybe a year down

the road, we mght want to wite up a paper that
descri bes the whole MCAC process in the first several
years of its experience, and how our process has

evol ved over tinme and where we think it's going, so
that we could share that wth the outside world
beyond the fairly small group of people that nonitor
what we're doing. There m ght even be a peer review
journal out there that mght be interested in
publishing a piece on this.

DR. SOX: Any other comrents about the



13

14

15

16

17

18

19

20

21

22

23

24

25

00199

first one? Frank.

DR. PAPATHECOFANI S: Just a quick comment.
Sonmething to consider as |I've started to spend nore
time with the product, if you will, of each of the
panels, |I'mjust curious whether there's a way to
produce those summary docunents in a uniformstyle or
uniformformat, so that one can't say, oh yeah, this
one was witten by whonever. | don't know if there
is any interest fromHCFA to do sonething |ike that,
but | think the various TEC prograns do a good j ob,
you never know who wote it, who was the key aut hor,
because there is a uniformty of style.

DR. SOX: Are you thinking about the

evi dence reports or about the report of the panel's
del i berati ons or both?

DR. PAPATHEOFANI'S: Both. Maybe it's just
too hard to do that.

DR. SOX: Wwell, | again wll repeat what |
said earlier, which is this analytic franework is a

nice framework for making the report of the panel to
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1

2

3

t he Executive Commttee, and | hope that other panel
menbers will try it and like it, and | guess it's
sort of a question out there for further discussion
when we're not at the end of the day as to whether we
should require getting a nore uniformformt.

DR. TUNIS: Hal, I think your panel report
was the first one that we've had since the request
was made by the ECto try to have nore conprehensive
summary of what the panels had reported, and it may
be that Hal's wite-up of this could serve as kind of
a de facto tenplate for the tinme being. These aren't
HCFA products, and it seens as though the chairs at
| east so far have been responsible for witing these
up.

DR. SOX: | personally believe that the
panel s ought to be accountable to the Executive
Committee for the process and the |ine of reasoning

that is followed, and is part of this accountability

function that we discussed earlier. Leslie.
DR FRANCI S: | don't want to sound |i ke

|'"'mlazy or don't like to carry stuff, but it seens



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

to me that if the function of the Executive Committee
is to try to help think through what was uniform or
what wasn't uniform or what can we | earn or what can
ot her panels learn fromthe panel decision, | am
going to want to |look at different docunents or
different things, fromwhat |I | ooked at for this
neeting. For this neeting, when I was thinking about
ratification, | really read the panel's decision, and
then | read all this stuff as though it were an
adm ni strative reference, and I don't think I would
want to read it all or need it all, but what I'd want
to know are what were the real issues in contention
at the panel, which | really couldn't figure out from
this set of docunments. So anyway, | don't know that
that's hel pful or not, but I do think that we m ght
need to think through a little bit what we get or how
to prepare for the neetings without the ratification
function.

DR. SOX: | do think it's inportant that
there are di sagreenents in the panel, not to paper

t hem over, but get themout there for a discussion
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and | earni ng by oursel ves and anybody who is a

hi storian of this process.

M5. RICHNER: | have a question for Sean.
Looking at, we have been into this now for two years,
and | ooking at how t he MCAC process is working and
all this, I think what we are grappling with where
are we in this evolutionary process and what do the
panel s do, what does the Executive Commttee do, is
there any way to | ook at how many deci si ons have been
sent to which panels, and if it looks like it is
heavily weighted to one or two panels, which I think
it is, and is the, you know, essentially, what is the
m x of the panels, is it the right mx, are we being
as helpful as we can to HCFA in a sense with that
type of panel structure and Executive Conmmttee
structure. | understand what you're getting here
with this is to use us as sort of a think tank or
policy kind of place to publicly discuss a | ot of
very difficult issues, and | agree with that, | think
that is necessary.

However, | amjust wondering if we are
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doing the best job we can in ternms of facilitating

and expediting and efficiently hel ping HCFA in terns
of maki ng coverage decisions, so | just want to know,
does this advisory committee process the way it sits

wor k the best for you.

And you know, | know you only send certain
decisions to MCAC, that is still an unknown entity,
whi ch ones you send and whi ch ones you keep, and that
kind of thing. So this is the first tine we have had
a chance publicly to discuss this.

DR. TUNIS: Well, you know, that sounds
| i ke those issues you raise by thenselves could be a
topic for a session at a future EC neeting, all those
things, including criteria for what does well to get
send to MCAC and what does well to go for TEC
assessnment. | nean, those are decisions that we are
still making on a kind of case by case basis
according to our best judgnent about the nature of
the issue, the conplexity, the extent of the issue,

et cetera. | think that we're doing a | ot of
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thinking internally and this process is clearly
evol ving, the MCAC process, and becom ng increasingly
hel pful, I think, and sort of synchronous or in sync
wi th the coverage decision making process within
HCFA.

| think we have just had a call for
nom nati ons on MCAC nenbers, there was an
extraordi nary nunber of good candi dates, and we're
actually now talking a lot internally about what

sorts of conposition of, you know, how the

conposition of the panels m ght evol ve, given the
ternms that are expiring and new fol ks that are
avai | abl e.

So, | think the process is working well,
it's continuing to work better, and |I am hopi ng
obvi ously that the Executive Commttee can kind of be
working nore with us in an iterative fashion to nake
t he whol e process even work better by addressing the
ki nds of questions that you just raised, because |
don't think they are entirely questions for just ne

or HCFA, they are questions for you all as well.
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DR. MCNEIL: | nentioned this foll ow ng
guestion to Sean before we started this norning and |
don't know if it falls under the question, but if it
doesn't, stop ne.

And the issue is the followng: W have
been tal ki ng about coverage for technology in this
particul ar context for which the data are either
there or not there and we nake a judgnent about
whet her they are there or not there, and in sone
ci rcunstances, like the bl ood pressure nonitoring, we
add on testinonies and say yes, let's go forward with
it.

So the other question, and | understand

how we can fine tune what seens |ike a pretty good

process already, but the other question is, is there
ever a time when HCFA is going to be considering
doi ng condi ti onal coverage pendi ng data for sonething
that's just the hottest new thing off the pipeline,
and whet her that should be part of the deliberations

of this conmttee, whether we would be any use to
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HCFA in that regard, or whether there are other
peopl e who woul d be better, or whether they would
like to do it all thenselves, or whether the entire
| ssue i s noot.

DR. HOLOHAN:. Sound fam liar?

DR TUNIS: Well, it deserves a | ot of
di scussion at a future neeting. | think everybody,
there's a ot of folks incredibly interested in cone
variation of conditional coverage or coverage under
protocol, or sone way of getting past this catch 22
of you can't |earn about something until it's
covered, and you can't cover it until you have
| earned about it, so | think that there's a | ot of
interest in that.

Just in effect, we do have sone
guasi condi tional coverage capabilities, although they
don't have a lot of teeth to themto be honest, which
I's, we can cover sonething based on | ess than ideal

evi dence that you would want in a perfect world, and

we have the ability to reconsider coverage at any

time. Now, you know, the truth is to wthdraw
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coverage is a whole different animal than to grant
coverage, but | think the points you raised are good,
and | just think we need a | onger period. That's one
of those big issues that probably this group could

di scuss.

M5. RICHNER: | didn't set her up for that
guesti on.

DR. SOX: Well, let's continue to work our
way t hrough these suggestions. Updating the interim
guidelines, it seens |like we have to do that, the
only question is howto try to be systematic about
it, so that we revisit themperiodically and don't
allow themto | angui sh. Any conmments or discussions
about that?

M5. RICHNER: | have to bring up that one
sensi tive paragraph again about never adequate. |

t hought we had deci ded that we woul d take never out

of there on page 4. It's the one that has been
bothering ne for a year and a half. | understand
t hat paragraph still says that you can use other

controls, but | thought the last tinme when we



24 discussed this in February that we were going to use
25 different wording than is never adequate, and |

00206
1 renenber it very distinctly.
2 DR. SOX: Well, I think we have the
3 transcript of that neeting, we need to go back and
4 look at the transcript. | read about two-thirds of
5 the transcript very carefully, but | probably didn't
6 |ook at the relevant part, it was about another
7 discussion. | think I would have renenbered it, |
8 think it would have been a real vigorous discussion
9 if we had it. Alan, do you renenber a di scussion
10 about that?
11 DR. GARBER Well, we've discussed this on
12 at least two occasions and ny recollection is that at
13 one point we were going to strike the word never, but
14 then we had put in, and here I may be confused about
15 the order in which these things occurred, so | too
16 would like to |ook at the transcript, but we put in
17 the extra | anguage expl ai ni ng what we neant, and then
18 left in the never adequate, because we thought that

19 was circunscribed enough. That was ny | ast
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recoll ection, but I would have to admt, that could
be faulty.

M5. RRCHNER: | don't renmenber either, I'm
just trying to get back to that one again, because it
al ways conmes out glaringly as such a strong statenent

that can be interpreted two different ways.

DR. SOX: Barbara?

DR. MCNEI L: |"d |i ke to nmake one
suggestion about this subject. | think we can spend
a lot of tinme updating these guidelines every single
neeting, and |'mnot sure that's the nobst productive
use of our tine. | would |like to nake a suggestion
t hat we make an informal deal that nmaybe every year,
or after so many eval uations or so many new pi eces of
data comng in for evaluation that we | ook at these.
O herwise, |"'mjust worried that we are going to
find, 1"'mgoing to find sone nore commas, and Alan is
going to find sone nore words.

DR. SOX: In fact, | believe the thrust of

t he suggestions was that as suggestions accunul at e,
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10

as comments fromoutside the commttee cone in, that
we will let themaccunul ate and at sone point,
probably on an annual basis, |ook at them and
respond.

Next itemis to allow the Executive
Comm ttee to serve as a forumfor discussion of
techni cal issues, particularly those that m ght have
an application across panels. In a way, it's sort of
related to updating the interimguidelines, that when
such issues cone up that apply to several panels, we

need to have, | believe we need to have them sort of

in the formal record of our processes and procedures.
But anyway, that one is open. Alan, do you have a
conment ?

DR. GARBER  Well, just about the whole
set of things that Sean described. | thought all of
t hem sounded reasonable and it's hard to imagi ne us
sayi ng no, the Executive Commttee should not
consi der these things, because we should be a
soundi ng board for them and it mght include even

the things |ike new technol ogi es where there isn't
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much data, and so on. So these are, it's hard for ne
to see any controversy. | think the issue, and this
is really an issue for Sean, is how best to use the
limted tinme of the Executive Conmttee. There
shoul d be sone prioritization, and it seens to ne
that the broad i ssues that concern the operations of
t he panels collectively are the main things that the
Executive Conm ttee should be spending tinme on, but
beyond that, it's really your call, Sean.

DR. TUNIS: So nmaybe, you know, if there
is a sort of the sense of the panel, of the commttee
that sorts of thoughts that we raise in terns of the
function, you know, that all of themseemin the
right spirit in ternms of what this commttee should

do, then that's fine, and unless people want to make

specific coments we'll just go and assune we have
the right idea about what we should use you all for,
and so whatever cones up at a particular tine, we
will do that.

And maybe the only one that | would just
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want to sort of get specific endorsenent for is
whet her you do or don't as a commttee feel that this
area of sort of social policy, you know, the |arge
cost, snmall benefit, whether you want to avoid those
| ssues and stay nore in the real mof testinony on the
techni cal, anal ytical and net hodol ogi c issues.

DR. HOLOHAN: Who el se woul d address them
t hough?

DR. GARBER  The secretary of HHS.

Sean, | think this is sort of vague, and
if you take it to the fullest breadth of what it
m ght nean, it's overwhelmng. And I think that
basically the way we are constituted and they types
of people we have here, we are best at issues of
eval uati ng evi dence, | think.

| in particular amvery confortable with
| ooking at utilizations and those broader issues, but
| don't know whether that's what we're convened to do
as a body. But |I don't think you would be likely to

use us inappropriately either. | trust your judgnment

about that.
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DR. SOX: |If you brought sonething before
the commttee that nobody on the conmttee had any
real confidence on, that we were functioning as a
citizens panel, that would decrease our credibility,
so | think we should advise Sean that we'd |like to be
used but that there ought to be, the topic ought to
be related to areas that we have special confidence
in, but that clearly extend well beyond just
eval uati on of evidence.

DR. TUNIS: Randel, industry perspective?

DR. HOLOHAN. Hal, let's suppose you had a
pecul i ar circunstance where there were two equally
effective treatnents, let's say two forns of the sane
phar maceutical, and one was far nore expensive than
the other, and there was no evidence there was any
di fference between the two. Do you believe that the
panel or this Executive Commttee should ignore that
fact?

DR. SOX: Speaking as a private citizen,
no, I don't think we should be. Sean?

DR TUNIS: Well, thinking of you as a
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private citizen, | don't think you should avoid it
either. Can you say a little nore about the

guestion?

DR. HOLOHAN:. Let's take a hypotheti cal
case where a panel is evaluating a technol ogy,
whet her a pharnaceuti cal device, even a procedure or
service, and the data are fairly clear that there are
al ternative nethodol ogi es of providing that
t echnol ogy or that service, no evidence of difference
in clinical effectiveness but a striking difference
in the cost. Should the panel and the Executive
Commttee ignore that fact? | nean, | understand we
don't want to end up becom ng cost accountants or
cost effectiveness experts but --

DR. GARBER  God forbid.

DR. HOLOHAN: Even though we're called to
do that in our other jobs, should that be ignored
where there is clear evidence of a disparate cost
ef fectiveness?

M5. RICHNER. o right ahead, Tom

DR HOLOHAN: | nmean, | hate to sound |i ke
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Rob Brook, but at one of the earlier panel neetings,
he pointed out fairly strongly, as Rob is inclined to
do, you can't ignore this, | nmean we can pretend
we're ignoring it but ultimately it can't be ignored.
M5. RICHNER: It's never ignored. Wat
our mandate is essentially to evaluate the technol ogy

and the benefits on health outcones, and essentially

counsel HCFA in terns of how the evidence supports
that. So then beyond that, it goes to HCFA

adm nistratively, they make the decision whether or
not it's to be covered.

DR. HOLOHAN: | know how HCFA wor ks,
Randel .

M5. RICHNER: Then we have a system where
we have to negotiate for paynent on a whole different
side of the equation and in that forum on the cost
side and the paynent side is where those kind of
| ssues are definitely played out in every possible
way you can imagine. So costs are definitely

considered, there is no question that they are
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consi dered, but they are considered on the paynent
side, and we fight that battle every day with our
hospitals, with Part A, with Part B, with everyone
el se, so all we are doing here is we are an expert
advi sory commttee here to eval uate whet her the
technol ogy i s, whether the evidence supports that
technol ogy and that's what we're supposed to do, so
cost is definitely a part of the equation, but it's
sonet hing we are not mandated to address
specifically.

DR. FRANCIS: W do have a category which

Is equally good, but with disadvantages, if you | ook

at the variety of ways of assessing it.

M5. RIRCHNER. O course there is.

DR. FRANCIS: And there are a | ot of ways
t hat various things can have di sadvant ages, i ncl uding
t hat they nmake people unconfortable or that they nake
peopl e poor.

M5. RICHNER: | nean we were discussing it
today with anbul atory bl ood pressure nonitoring, |

mean, what's the issue, is the issue that it's going



10 to be used so widely that it's going to break

11 Medicare's budget?

12 DR. HOLOHAN: | don't think that was

13 discussed at all. | think the nmajor issue was the

14 statenent in the panel's report that 13 of the 15

15 studies of white coat hypertension indicated that

16 patients with white coat hypertension had worse

17 outcones, regardless of their blood pressures at hone

18 or on anbul atory nonitoring.

19 DR. SOX: Al an, do you want to conment on

20 Tonl s provocative question?

21 DR. HOLOHAN. Thank you for calling it a

22 question and not a suggestion.

23 DR. GARBER | just want to nmake a sinple

24 point. Qoviously the issue of how, where, when,

25 whether to include costs is a very controversial one
00214

1 and it's not as though we are entirely free of

2 controversy even ignoring costs. | think at this

3 point, it is quite clear that there is a |ot of

4 information we can provide that HCFA doesn't easily



5 get by other neans, and it includes everything that
6 Tom nentioned short of costs, which actually you

7 don't get that nmuch, |ike whether two treatnents are
8 substantially equivalent, what the criteria are for
9 that, whether the studies are adequate to even nake a
10 statenent about that, and we can do a trenendous

11 service for HCFA and if your goal is to inprove cost
12 effectiveness, which | agree has not been the charge
13 of this group in any respect, but if your goal is to
14 assess cost effectiveness and that's bei ng done

15 sonewhere el se in HCFA, we ought to be able to

16 provide themw th very extensive infornmation about
17 the effectiveness side of the equation and

18 effectiveness always neans conparative effectiveness.
19 And | think we will look to you for

20 quidance, and you drafted that notice of intent how
21 long ago was it now, about a year?

22 DR. TUNIS: May 2000, yeah.

23 DR. GARBER So we'll see what happens

24 with that, because we are in service of the coverage
25 and analysis group in the coverage process, you tell

00215
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us at what point any kind of assessnent on the part
of MCAC woul d be useful in your deliberations.

DR. SOX: | think another way of putting
that is that this commttee is still only a couple
years old, it probably shouldn't be the point person
i n establishing a beach head for costs as a
consi deration, that we should stick with the job we
were tasked with. M reaction, Tom is caution, not
taking on too nuch, until we have the wei ght that
woul d conmand a real audience, which we don't, we're
not really well established yet.

DR, TUNIS: | would agree with all that.
| think obviously the notice of intent, the notion of
added value as a criterion for coverage was fl oated
and evoked a substantial anount, although no
consensus, but a substantial anmount of controversy,
and so | think we don't have clear marching orders
that that's the direction we should be going in terns
of coverage policy making. So | would say what Al an
had to say is right, that there's a lot that this

commttee can contribute in terns of focusing on the



22 clinical effectiveness issues and for the tine being
23 that's where we are.
24 DR. SOX: The only other one of these
25 suggestions that seens to for ne at |east require
00216

1 sonme comrent is the |l ast one, the one we just did,

2 which was to essentially help frane the anal ysis

3 before it starts. And ny concernis that if we limt
4 our input to topics where sort of timng works well

5 in respect to our neetings, then we are only going to
6 be doing sone of the problens. On the other hand, if
7 we take a chance on del aying the process by waiting
8 wuntil a neeting, then we're introducing delay, which
9 is not good, and if we're going to take on this task,
10 we are going to have to find sone way to operate
11 outside the framework of our regular neetings in
12 order to have this input but at the sane tine not
13 slow up the process, so we may be in for sone
14 conference calls for this purpose.
15 DR. GARBER  Sean, was your intent to use
16 the Executive Committee to consider every question

17 sent to panels or to use it selectively when as in
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the case of PET, there are sone fundanmental issues
about the structure of the nmethod and the question?
DR TUNIS: | think it would be selective
and | think there are unusual questions like this
one, although even in this case | think it would have
been lovely to have had this neeting a nonth ago to
go over this. So | think Hal's notion of if there is

sonme thinking about sone flexibility in terns of how

we get input and when issues like this arise, you
know, in terns of conference calls as opposed to
neetings, we have obvious problens in relation to
FACA conpliance, so it's not clear that that's going
to work for us, so we'll have to think it through.

DR. SOX: Well -- I'msorry, Bob?

DR. MURRAY: W tal ked earlier today about
t he process that involved review of the evidence
report and appoi ntnent of content experts to assist.
| would be confortable, speaking as the vice chair of
the | aboratory panel, if another nenber of the

Executive Conmttee could serve as a content expert
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or could assist with review of the evidence report to
i nvol ve selective or certain nenbers, one or the
ot her nmenber of the Executive Commttee in the
process |l eading up to consideration by the full panel
when the panel neets, so that there is sone Executive
Comm ttee involvenent prior to the panel
consi der ati on.

DR. SOX: Good suggesti on.

DR. MJRRAY: | see that as just an
expansi on of Sean's reference to fram ng the
guesti on.

DR. SOX: Sean, any further? Have we

addr essed your questions about whether we think these

are good functions for the EC?

DR TUNIS: | do have a sense of it and |
t hi nk maybe we'll wite up sone docunent that tries
to sort of lay these out, and circulate it and nake
it sort of a nore formal kind of a m ssion and
functional statenment for the post-BlI PA Executive
Comm ttee.

DR. SOX: Well, before closing the
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1

2

3

neeting, and asking for a notion to adjourn, | just
want to note that Connie is going to be stepping down
as our executive secretary, and as | gather, you're
going to be actually | eaving governnent service after
30 years at HCFA, which neant that you were here only
about seven years after HCFA actually started
Medi care | egi sl ati on.

So we want to thank you, and offer you our

best wi shes for the next happy life, whatever it may

be.

M5. CONRAD: Thank you, Hal, and all
menbers, | certainly enjoyed working with all of you.

(Appl ause.)

DR. SOX: Any ot her new busi ness or
over | ooked business? And if there isn't any, | wll

ask for a notion to adjourn.

DR. MJRRAY: | don't knowif this is the

appropriate forum for asking the question, but I
noticed that actually Sean referenced an announcenent

in the Federal Register, | think it was April 30th,
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requesting nom nations. Do we have any idea how | ong
our termon the conmmttee extends or are we going to
get any advance notice, or just suddenly we don't get
an invitation to cone?

DR. HOLOHAN. No, they just won't pay your
travel claim That's how you know.

M5. CONRAD: We have a conplete |ist of
expiration dates of each nenber's term Sone of
those terns have already expired and they are still
here. The term of service continues until a
repl acenment is nanmed, and certainly we would not do
that without telling anybody.

DR. SOX: | do think it's inportant for us
to get sone idea, because many nenbers of the
comm ttee have ot her opportunities to serve and may
take or not take depending on what other things
they're doing, so if they know they're comng off, it

hel ps i n pl anni ng.

M5. CONRAD: | can do that.
DR. SOX: Mdtion to adjourn?
DR HOLOHAN:  So nove.

DR. MJRRAY: Second.
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1 DR. SOX: W are adjourned. Thank you.

2 (Wher eupon, the neeting adjourned at 3:38
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